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!J7 |^a^^<^^ifes ^mmS^f^'^±'^ (CSrafl Versus Host Disease: GVHD) 
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i^M'^MM U-CJfiL/J^^S^^^EJi1~S - ^ 7bm^ $ tlti (Kaushansky K. et. al.. Nature, 
369, 568-571, 1994 : W^Wf:Scn 1 )» "IPO i-ti-X'^Cjk^b^m^'M t bTBI^Kl^>aSJff 

PEG-rHuMGDF (JPO (D^iii^m^b 163 <DT ^ 7 ^^^^P P /W'-C 

{^t(5$tLfji%<^) <^ei*f*;^l-*5VNTs 4^?Ptn:#::d55fem^Kfci (Li J. et al.. Blood, 98, 
3241-3248, 2001 : ^^fFl^CiDt 2 ^ S.tJ« Basser R. L. et. al., Blodd, 99, 2599-2602, 2002 : ^ 

fe. m^tWi^x^m^nx\.^\^\ mai^^mMti.xi-imm^xitt:^i:^\ mm(Dm 
stfffir^-^^:^^ vhm^i^-^MMt i.xnmm^xitfi:^^t^:thti^o ^(^^ 5 

_hlB05J:5^ji'fli^«^il-*Ct:i. Jj^P^p 11.152276 (#fF:S:i^l) l;i|B^O-<>)/ 
i;?T-^fc':/^^#:. S^^r^a wo 99/11262 -f- (^1^1^:5:^2) t::|BmoT^'/vt K7>^ 
vm^#^> ®I^<^M WO 00/35446 ^ (i!#fP:iife 3 ) {Cf3m<^'^T ^"^7 U-i/fl^^^. 
B^^M WO 98/09967 -i- (#ff:5:i^4) tJl|a^<^ b'-n a:*/W^>^— /U^^fr. 
10-212289 ^ (iltrp^Ci^ 5 ) {J:|3^<7? a y i^gB 2000-44562 

H^^^ WO 01/07423 (#fF:ft:^7) TiS-iSg^* (vi i) x^;^ 
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^fc. B^^iS wo 01/53267 -i- (^l^rFliCife 8 ) \at. Tia-^SS^ (VI I I) T*:^ 

X— Y— Z-W^ (VIII) 

(^cj3(oiB-^}-i, ^^An^m 

T/-/Wb-a'^{i> #fp 3199451-^ (i^fp:i:ife9) (^:=i i^ix;?!. b=3rc:^>'S.tJ«;^f;^ 

l^^^Wi^^M t UT^ fc5V>f* Chemical and Phaimaceutical Bulletin, 25, 9, 
2292-2299,1977 (^Wfi'Xm 4 ) S ^t^m t L^Xm^t)^ S 

[#fp:ScSfel] i|#iB2F 11-152276 

[ii#t=F:ft:i)^ 2 1 ffl^<2f lim 99/11262 -^r^^l^-^ l^yV 

3 ] mn<t^mm 00/35446 -g-^N°>':7 5/ h 

[l^f^Xm. 4 ] ® 98/09967 l^yUyY 
2000-44562 

mv^xm 7 1 mm.<^mm 01/07423 -^/-^v^ ^ b 

[i|#rF:S:ife 8 ] H^^Wm 01/53267 -^y? V7 1/ 5/ h 
9 1 mf^m 3199451 ■^<25j^ 
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^^'^^^ (Nature). 1994 11369-^. p.568-571 
l^^ffX1lk2] y^^^K (Blood). 2001 ^. ^98^. p.3241-3248 
[$¥^nXlBk3] 7'7yK (Blood). 2002^. ^99^. p.2599-2602 
14¥WW:$C^4] ^5;t7/V-T>'K- ^v-^— (Chemical 
and Phannaceutical Bulletin). 1977^. M25%. 0 9 p.2292-2299 

mh. :!^^m\^xfhU, }^T(D (1) ~ (17) -Amm^th^o 



^y'um (iaU. R' dMSJ^T/V^/V-s -CO-'fS^r/V'ar/K -COO-ISaT/V-'^/^. -OH. 

;dSTfE^ (II) -C^^ttSS-efeSai^ ; {g;^T>'V=3f.7v, -CO-{g;ifeT/V:3f-/v, -COO- 
-tS^T/V^/K -OH. -O-'Ig^T/'^^/V. -OCO-MTy^=¥/^^^i^^^^^V;?)^^^ce5l¥ 

':;?/v^l^<<,)„ 
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R^:^ (I I), ^ (I I I) Xf*^ 



(IV) -e^^ns 




X (CR^°R^')n 



R 



.24 




R 



(I I) 



(I I I) 



(IV) 



n : 1~3 (Om^o 
m : 1~3 (OSI^o 

X:Os S. N-R^*. C(-R^')-R^'-e;^$tl5So 

t> — oti C-R^^ ^^-To ) o 
r2°, ie\ r22, r2\ R«, r2\ r28, r29 : HJ-Xf^im'^fo-C. -H ; -OH ; -O-Umr^V 

^^TV^-Ct) J:V^(S^7'/v=3ey 7^^- ; -COOH ; -COO-iSaT/u^/i^ ; -COO-»Tyi-'5r 
^'V. -0H> -O-MT;V^7WX«-0-Ty--/V■T?•?:tb^*^g^$tvTV^-Ct>J;V^'lS^g^ 
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^(D^-vm^Bi^vK it. 2 i<LRu 6 m^nm^-chv) , 3 m^-n. -f. -ci xt^-sr 

T-g^ $ tbT*5 19 , 5 -fe^aS-F. -CI X Jt-Br t?gife ^ HT^S !9 . 4 ^jasg^ ^ tbT V > ^ 7 31 

s V Nf*, 2 'fisu? 4 {i;6stiai^-efe V) ^ 5 -f4;eis-F. -ci xit-Bx -vm.^ ^ tb-C*5 
^ tJ««^^ $ i^T V ^ T 1> i V ^ 7 ^--1 --f /V'^^ b 5 S J; t) iliR $ 5 ^TM 

;i;i-e, Tr^j tfi. -oh. -O-i&^^TJV^JV, ioxt*2oo{g;iiT;v:ar^v-eff^ 

^ (I) X-^^ti^^t^mit:tdi-f:51R? khX. 0^L<«. ^ (I I) t?^ 
^tb^S-efe?) ; $fetJ:$f*b<i*. ^(11) T^^n^S<^9*>. n*S2-Cfo9, 
m 2 -Cfe 9 s X ;as N-R^** C(-R2')-R^* "C^ $ tbSST^ «9 ; * L < it. 4-(t' 
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t>^v^) X'hy) ;R^dS (1) 1B^<^^ (II) X-^^ti^mx-h^. n;eS2t?fc«9. 

(3) jfn./h^£Mii^3mf&^^^Jt?fc5 (1) Xit (2) IB^^^ISmm^i^o 

(4) c-Mpl y ;jff^/ K-efoS (1) Xi-t (2) |B4fe(^^^m^'feio 

(5) ^ (V) T*^$tu§2-rixykr5yf-Tyw^^^#:3^fi-^©^m^6^j-w=^ 




Ai^: (1) IE«0 Ar^T^^tt^So fi-U >- K'-/V.2-Y < o 
: ( 1 ) mm(0 R' ^tl'SSo 

R*: (1) 13^05 R^-e^^nsSo -fi-U ^ (IV) -e^$ti.ss^^<o] 

-t?Sm ^ tvr *3 ^ 5 iti)^-F. -CI Xf^-Br ^ tbTiS !9 .4 -fe^Sffm ^ ttX V ^ 5 37 oi 

r^^K fc^VN(^. 2'&^-a?4{4;6S4i»^Xfe«9. Sm^-V. -ClX}*-Br-eg^$tLT*5 
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^^c. ^ (V) T?^$tb-5'ft;'^i^{3::j3tt5R'*^ UT. 0*U<f*^ ^ (I I) 
^n^STfe^ ; ^bt-^*b< ^ (I I) T'^$tb:5^<D5-fe>. n:d5 2T-&i9^ 

(5) fS«(7)jb-^t)o 

(7) R3;0S^i^•e4^«^$tL•rv^-rt>J;v^:7al=:/^X{^^^=^^^■efet)^ R'';$s (i) 
^vx}^t°y i^^/v-efe^ (6) I5m<5o>ft:-^«^o 
(7) la^O'fb'a^^io 

(9) R3;5Sio7!;S3o<^^M3<5^^>'T^n-€ti.*^^ti/fc::7^^/VXfi^^^^^ (^^ 

-efcs (8) is^cD-fb-a^i^o 
( 1 0 ) R"* 4.( y i;? ^-i-^f ^v) t-x: y ^--i.-r 4-7° n t°/v y yv. 
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(1 1) Ai^;d^ l^RXJ^em^MU^-V^^. sm^-n^ -Fn -C13^tt-Br-T?em^n 
(1 2) Ar^;6S> -0-R\ -NHR\ gm^nTV^-C t <tV^t°^y v?^-l-'l'yV:SLtJ«em^ 

nrv ^T % J; /v;^^' b J^iJ § 1^ J: «9 51^ $ 4 -fi^isg^ 

(13) (5) 7bm (12) (^v^■ftl,^^^:fB«0'^b-g'^^0 5*J> -fk-^ifep X :s.tjqb'^ 

■j^.[4.(4-i7 nn'f-:^y a^^^-2-^ jV)-5-{A-^^^ n^^i^/l^t"^^ i^>'-l-l'/^)^T>*'— 

3-^ t3 a-N-[4-(4-^ a n^;^-:7ai :/-2->l'yl^)-5-(4-->'^n^5^i^/m''^^i;^ y'V)^ 
T y — /H-4-(2- 1 K D i/oi h :3e^ ix)^ ^/XT 5 

N-[4-(4-^ n n =c 1^-2-^ JVyS-iA-Zfxi \f;V\f^ V i>y )f'Tl/—J\^-2-^ /V]-2-^ 

N-[4-(4-jJ' n n 7 31 ^^-2-1' /^)-5-(4--> rJ' a ^=?r v'/'V k'-^ 7 ^^-l->f >'V')5^ T /V 

3.^ n n-N-[4-(4-:i' n a ^;t:7 ^/-2-^yV')-5-(4-:7'i=i tVVt:"^^ i^^^-l-'l'/'V)f^Ti/— 
7V.2-'i' /V]-4-(2- 1: K P h ^{^ XT ^ K> 

S.'i^ n i3-N-[4-(4-:i^ n P^;t7ai>'-2-l'/V)-5-(4-i/^ n^^af^iz/Hf^y v?:/-l-l'>'V)'5^ 
Xi/— /V-2-^'/V]-6-(3-fc Kt3:35^iX:7°n;iK:3{^iX):=: = ^:/T5 K. 

n a.N-[4-(4-;^ P n'5^::r7=c>'-2-f /V')-5-(4-t^:i' n^^->'/Vt'^7i^>-l-^/V')f^ 
y >/w_/v-2-^ /V]-6-[(3- 1 K P =^ i/:?' P t'/W)T 5:y]::^=i5^>'T^K, 



wo 03/062233 PCT/JP03/00270 

10 

-2-l'/V]-4-(4-->Ty l:°^y )-3,5-v?>^/V:rn^i^XT ^ h\ 

l-(2.:i7 P p_4.{[4.(4.^ p p V-2-^ /^)-5-(4-i^:J^ P^^aE^iz/Wt'^y i>V-l-^ 

1^2-^ P P-4-{[4-(4-^ P P'^;^:7 3i^^-2-'l'/V)-5-(4-->':J^ P^^ t^yHf^^ i^^^-1-^ 
yV)^T y'— /^-2--i' yw];:^/^^^-^ /V}-6-:7/i';^ p 7 31 k"^ y e^>'-4-;*/^^ ^ 
1.(2-^ p p.4.{[4-(4-:J^ P P^;^:7 3ii/-2-^/V')-5-(4-yp t:VVt:°^7 t^i^-l-^/V-)^T 
i/^/W2-'i'/V]:^7/w^^^/i'}:7 3i^>'U')fc°^y •>?>'-4-;^7/PjJ<=¥i?-^ K. 

5-^57 p t3-N-[4-(4-iJ^ P P^;^:7 3i>'-2-^/l/)-5-(4-->i5' p^df- v^/Hf^7 s;?:/.l-^ 

7V.2-^/v].6-(4-t: Kp^i/p«9=->'m°^y v^/)^=i^::^T5 K. 

1.(3-^ p P-5-{[5-(4-v/^ P^^i/yVt*'^7i^i^-l-'l'/V)-4-(3- h y 7>'V;rP ^ 5^y'W>'3i 
^^V')^Ti/— /V'-2-i'/V];&/w^^^;^}-2-lf y t>>'V)t'^y i^l^A--^ 
S-i/ p p-N-[4-(4-^ P P ^;^:7 3^ >^-2-Y /V)-5-(4-->^^ u^^'iyjV}d^=7 /l^)^ 
yp.2-^yV']-6-{4-[(2-p« h=¥i^^^/V');«7/W^^'t'/^]fc:°^y v>y}::i=i5=->'T^ K 
5-^ p p.N-[4-(4-:^' P P'^::e->^3::/-2-^>'V')-5-(4-'>'^ P^=3f- V/Vt'^^ >'^)^ 
T-^/— /V-2.^/k]-6-{4-((3-^ l.drv'^P tVV):^; /V] t"^ y i;?y }^3 5^:/T5 

5.^ p p-N-[4-(4-^ P P^:^7 3ii^-2-^/V)-5-(4--iX;^ P^^Vy'V-f £;?>'-l--l'>'l')5^ 

T>^-/i^-2--r7i-]-6-[4-(^/v:*vy /;*/V2j?^/^)k°-<y i^/l^^f^i/T-^ K^&^b^^s-fb 

N-[4-(4-^ P P"5=-:e-:73i>'.2-^ y^)-5-(4-->'^ P^=aE^ix>^H:f^7 i^>'-l-^>'V)5=-Ty— /V 
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3-^ o t3-N-[4-(4-ti^ n n 37 V-l-f /V)-5-(4-iXi?' n^^i/^^Ut'^^i^i^-l-Y/V)^ 
rv^— >'V-2-l'/U]-4-(2-^ h^v^jz hdf>>)^>'XT5 K. 

N-[4-(4-:^^ n n^:^-:7 3i i^-2-^/W')-5-(4-v'^ J^^f-T^—Jl' 
.2--r/l^]^y y >'-6-:;i7/V2}<drf-$; H\ 

3.^ a n.N-[4-(5-^ n n5^:^73i>'-2-'l'/V)-5-(4-i/:^' n^^i/'y'^f^^i^V-l-^/l^)'?^ 
r>^— /V-2->l'/l']-4-(2-fc KDdpi/'j^ hdfix)-<i/XT^ K. 

3.:J7 u i3-N-[4-(4-i5' n n^;^7aL^^.2-Y/V)-5-(4-i>'^ n^^i/yV-f^^ i^:i/-l-Y/^)5^ 

/^-2-^7l']-5-:7/V;a-ti-4-(2-fc Kn:3fe^ai hdeix)^i^XT5 h\ 
3-^ n n.N-[4-(4-^ a i3'5^;^-:73i >'-2-'f/V)-5-(4-^/;J^ n^^->'/Hf^7i^>'-l-'l'v'V)^ 
7- /l..2-^ /V]-4-(3- 1 K P ^-yy'n df. >>')^>'XT 5: H\ 

/V')f^T >'l'-2-'l' /V]-4-(2- 1 K n h df. VXT ^ Ks 

3-:;^^n^-N-[4-(4-:^' o a 5=-:^:7a:>'.2-^>'V)-5-(4-iXi^ V2^^->/U\i'^y ^l^)^ 
T ^/—)\^-%-^ >'l']-4-(2-- 1 K n ^ y ^ v-)^ i^XT 5: K> 

N-[4-(4-i^ t3 n '^:t:7^ V-2-^ ^^).5-(4-e/ i^ 0^:3?- v'/i^ fc"^^ v^^'-l-i' /l')5^T y—/^ 

3>^ p n.N-[4-(4-:J' t2 u '^yi-y ail^-l-^ ;\^)-5-(4-i^^ u^^t^jUif^^i^l^-l-^ /l^)'^ 
T y^— yix-2.-f ;v]-4- 1 K n ix^^'XT ^ K. 

(+.).5_^ 13 t3.N-[4-(4-:J' n P^;^:7 3i V-2-l'/^)-5-(4--2/:J' u^^^^jUM'^y i^l^-l-^ 

r i/— /v-2-^ >'V]-6-(4- 1 K n ^ ex y t^y )=. n ^ ^ 

5-^ n n-N-[4-(4-iJ' o n^;^-^ 31^^-2-^ /V)-5-(4-7"n \f;V\^^yZ>:y-\-'^J\^)'^T^/^ 
5. ^ a n .N-[4-(4-:5^ n n 7 V-2-^ /^)-5-(4-7'n t;VV If ^ ^ >'-l-^ /l-)^T i/— 
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(±)-5-i5' P n.N-[4-(4-i^ n n ^;^:7 rc >'-2-^ yl/)-5-(4-^Xi^ P^^-^/Vt"^^ v?>-l-^ 
yV)9^Ty— >'l'-2-^y^]-6-[(2,3-v^t Knde>^:7'PfcV^)T5y]^='^VT^ K> 
(^-S-^ P P -N-[4-(4-^ P P ^;^:7 31 >-2-'Y >'^).5-(4-->'j^ n^^iyfV\^^=7 

6.(4-:*/W-?^xi' /ixtf XI y )-5-^ P P -N-[4-(4-^ p p ^;e-:7 31 ^-2-1' /V).5-(4-:7'P 

3.;J^ p p-N-[4-(4-^ P P^;^:7cni/-2-^/V'>5-(4-v/^ P^^i^y^t'^^ >^>-l-l'/W)^ 

l-(2-:7'P^-4-{[4-(4-^ n n ^:^:7 3i >'.2-Y/V-)-5-(4-iXr?' P^df^i^/l'lf'^^ i^V-l-^ 
/'^)^T y-T-/v.2-^ y^];^/^-^^^ yi^} 7 oi c^/V) y i;?>'-4-:^7/V/)^^ 
l-(2-::/n ^-4-{[4-(4-^ P p '^yty m >'-2-Y /V)-5-(4-e/'^ p -j^/Vlf t^':/-!--!' 
>'V)^Ty'— /W2-^/v];^7yw<^^/v>:7ni^/^)t°-^y v^>'-4-:^/i-#^'f-^ 
l-(4-{[4-(4- ^ P P :7 oi V-2-'^' /V)-5-(4- iy^u^^ Zy/U 7 1^-1-4 T 

/l'-2->r>'H:5&/W^^^yW}.2,6-i^:7/^;^P 37 31 =>>l') y i^^:/-4-;^7/V:iJ?^^^^ 
3.^ P p-N-[4-(4-:^ P P^;r:7 3i^^-2-'l'>'l')-5-(4-->'^ P^^^^/V v^^^-l-^ 

l.(4.{[4.(4. P P :7 31 V-2-1' 7V)-5-(4- 5/ P ^ ^ -^/^ k'^ ^ JV^'f-T 
/V-2-f /i--];i7/w=?^^/v}.2,6-v^7yv;e-p 7 3i::^/^)t°^ y ^J:y-4-:fy/u:^^-i)- ^ h\ 

3~:i7 P p.N-[4-(4-^ p p^;;^-:7 3i :/.2-l'/t')-5-(4-:rP ^^Jl-t^^y "i^l^-l-^ Jl')'^T 
ju.2-^ jU]-4-(4- 1 K n y V? y XT 5 K> 

l-(2-^ p p.4-{[4-(4-i^ P n^^y rD>'-2-^/W)-5-(4-V^ P^^iy/Pf^^ 
/i')^Ty'->'V'-2-^/i']:*>'W^^^yi'}:73ic::i/V)fc'^y e^i^-4-;!i7>'W)ijf'¥-!?-^ 

l-(2-:J' p p.4_{[4.(4-^ p p ac>'-2-l'yV)-5-(4-:7'P tWt'^^ v'i^-l-Y /l')^T 
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\.Q.-^ n n-4-{[4-(4-i^ p p5^;^7^>'-2-^/V)-5-(4-->j5' n^d{^V/Hf-^7 i^>'-l-^ 

1_(3- ^ c2 pt -5_{[4.(3- ^ p n :7 =^;vy5-iA- i^^n^^ 7 V-1-^ >'^)^ T 

5-^ p n-N-[4-(4-^ n C3^::r:7ai>'-2-Y/V')-5-(4-'>^ n^d{^V>'l't"^7i;^>'-l-i'/V)5=- 

Tl/— /V-2-f /V3-6-(5-:^'^y-l,4--i^T*^^^V-l-</V'):=^=i^i/T ^ K> 

[\.(^3-^ n a .5.{[4.(4-^ n n :/.2-^ /^)-5-(4-C/^ n iz/v 7 i^i^-l-f 

/v)^Ty— y'V-2-f /v]:;&/w^^^/v}-2-fc' y i^/v)if^y i>:x-4-^/w]i^®^, 

5. ^ n n.N-[4-(4-^ n n^;;^:7 3i>'-2--f /l-)-5-(4-'>';i' a^dri//H:''^7i»-l-'l'>'V)^ 

r:/-;i'-2--ryv]-6-{4-[(7«5^/^T3: y):>57/vjj?=7i']t°-<y 5;?y}^=t^>^T5 K> 

[4.(3-^ n i3.5-{[4_(4-:i7 n n 5^:^:7 31 >'-2-f' /V)-5-(4-V^ n^^^//Vt°^^ i^^'-l-f 

6. [4-(T-fe:^/VT 5: y )t;°^ y ]-5-:^ n i3-N-[4-(4-iJ' n n ^::a-:7ai >'.2-^ /ix)-5-(4--> 
^ P ^drVyP- i^^'-l-Y /^)^T /V'-2-^/W]::^ =1 ^^^T ^ K^ 

3_^ n n-N-[4-(4-:i' ci t3^;;^-:7 3: >-2-'l'/^)-5-(4-e/:^ D^^'>/Hf ^7i^>'-l-^ /V)^ 
Xy'— /l'-2-^ yi-3-5-7/^;^n-4-[4-(y h ^^f^i/T-fe^yl^) t°^y i^^^-l.-T /^j^^-XT 5: 

[4.(2-^ n ia-4-{[4-(4-^ n a ^;:^:7 3; V-2-'l'/V)-5-(4-->'j^ n^^i^/l^f-^^ i^^z-l-Y 
y^)^Ty— >'^-2--i'yi--];!57/w^^H'/i'}-6-7>'V^n y 3i:=^;v)t°-<^ /V]®^^. 

T y— yV']-5-:7/V;^n -4-(4-;^/l':7 7- v >^ V-l-^ yV)-^i^XT ^ K. 
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4.[4_(;^7/W^^x<^V^ '^;U)\l'^'7t>l^-l-^ /l^]-3-^ Ci Ci-N-[4-(4-^ P n m 

n p.N-[4-.(4-:^' n n '^;^:7 3^ :/-2-< /V')-5-(4-V^ n^-^df t^/Uf^-s^ e;?:/.i-i'/V')f^ 

(14) (5) (13) cD\,'^'rM^z.^m<^it^m^m^m^t-r^mmm^m. 

(15) jk/hmm^^n-ih^ (14) iB^oE^m^^feo 

(16) jk^>tg?^ij>sf-&igf^ij-efe5 (14) iam<^>^mm^i^o 

(17) oMpl y :=5fvK-i?fc5 (14) 
:^^m^t^m(Omm^±(Dmm-i. t h c-mpl-Ba/FS ^P^J8Slim«^4^ t h CD34-'^Jia 

^ (I) (V) -e:^$n5'^b'^#l^^:ov^T. $ biJ:tJiPJ-rSfc?^<©ai«9-T?fe 

So 

o^'^^/K y^citVK ^ryr/cifyK y^^/K ^y^f^v^K sec-Zf^/K tert-y'^/K ^ 
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i;7=?>'^ ai^y-T^^', z^ui:']}^^^^, •:fi^Vv'>'s ^^-^VT'^^. ^^-yvfiy^m 
^/Op^^l/V, ai'^w, hV?^'^\^^. ^i'f-^VoL^u:^^ xh^^^V^^-s i^;^^ 

{^^ji^/K :7y^K fny.'K ^ryy/K :^=3s^-y->^yyK ^^i?vy/K -ry^ 
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:^A> y-r K y 1,2- v^t ko =¥y y ^^/v. 1,2.3,4-x b 7 1 k 

n^y y=:^/K 3,4- ^y^t: Kn-2H-l,4-^>-y^=¥i^iy^/K 1,4- v^t Kn-2H-3,l--<vy 

r^#:^--7"naj _hiB mm^mm^Ttim^ Ru^ ^r.mmm^^'rumi 
^^/K ^ry^y/i^y^^'K :^dfi^>^Tj/i/p«^/K ^5^^yy>'^y^>'K ^ai^^/^^ 

f^Tif f=-v;^^/K fc'n y i^=/K 5: y ^/K -f ^ 1^"^^ y t°7 y y 

l^^yy^/K tf^yv^^^/K riff^/K t'-^^-^^/K st^^tf^^i^^^K 

^/P7}n y =-/K y =>'k v k y =/k y k y =7v#;6s^jf tnso 

r/Nn-zi^j tvxi-t. y^m. mm. ^miBLXf^^mm'^ii^mfhicx.^o 

ry;?f:/Kj t\t. mm. ^eir^ij^-^i-^^S^-^^^Jlf^lrtiU T 

r2\-r2\ R^^ R^. R^\ R'\ R^'. R^Mj:*3tt^ reig^$tuTVNT>bJ:V^iyi^nT/i- 
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UTfi. OT<^ (a) 7bm (h) };i:^$tl.SS:a5^tf e>tL^o CI ^ 
T\ FrZj -OH. -0-'lgj^T/W=35./K 1 oX« 2 o<D{«T/^=¥/VT*fi^$ tbT 

(a) y^u^ly ; 

(b) -OHx -0-R^ -OCO-R^ ;r=^y (=0) ; 

(c) -SH. -s-R^ -s-ry— v'K -so-R^ -so-ry— /K -SQ2-R^ -so2-Ty— 

( d ) 1 ^xit 2 o(7) r2 -egm $ tb-r V ^■r ^> J; V NT ^ / s -nhco-r\ -nhco-t y — 

/V. -NHC02-R^^ -NHCONH2N -NHS02-R^^ -IWOt-T V —J^. -NHS02NH2> 
^ ; 

(e) -CHO. -CO-R^ -CO2H. -C02-R^ 1 oXJi 20<^ R^T?gm$tLTVNT ^> J;V> 

(f ) -0H^ -0-{fi;aT^l^=3f/K loX«2 0(^{g;^T^v^/^-effi^^tLTVN-C^ctVN 

r ^ 7 . CI y i^^T>' R^ b 5 ^ J; 51^ $ 5 1 -D]^±<Dmx^'t^^'^m 
(h) JbiB (a) nm. (g) \c^^^^m^&^^^^^^^^^^^-t(o^'cmm^ 

r2\ r2\ r2\ r28^ R^Mcjotts rg^fe^ih.TVN-c^iVNigar/v 
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tbSism^i u-cfi. ±ia (a) jbm (g) \z^^n^^^^^^fhti^c 

nm^m^^Tr^M} ^^:*5V^TfF^^^smmSt L.-r}i. (mU 

So 

-A-B-C-D-E (VI) 

b-CV>2>t><^i-PS2>)o 
-B- : mie-^. -0-. -NH-> -N(-R^)-. -NHCO-. -CO-. -CONH-. X(*-CON(.R^)-o 

-D- : -NHCO-s -NHS02-. -CO-. Xt^-SOj-o 

-E : -H ; /m^ ; -OH ; -O-R^ ; -O-CO-R^' ; 1 o^U< « 2o(0 R^Tm^^^nX 

{i.u -is^ (VI) -CH2- m^mm^Ttiw. -ch= (#^ 

ir:gifeU-tVN5%<7)te:RSS) ; 

< it ui^Xh ^ . -D-;6S.C0--efe 5S ; -A-St^-B-^^^mrffe-a-Cfc 19 . -C-:dS^I^^^ 
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2o<^ r2 -T?gm^tt-CV^-C^> J:V^T ^ J -Qih^^ ; -A-'RXJ^-B-t'^m^^X*ib 19 . -C- 
ff^^tlTV^-Ct J;V^al^V^^l^< ^^'^■'^^^■^^fe^> -D-d^^^-^-T-fc ?) . -E 

}*^^#;^iiJl^T ^ 2 ffiS^it^b. #?'^< i: ^> 1 ■^^•i-^^^ma-t^Um Ar' 
^^:Smb■rv^S£^^i-o *ft:e<3J-f*^?!l^t*. T-^yfl^. 

/I^zJn y y >r y >- K y l.4-i^;^=^ri?--8-T1f ;^ t°n[4.5]y':* 

l-;^'3E^1^-8-T if If" D [4,5]x i-;e-'¥f--8-T i?*:^ f ta [4,5] i^-T^;* 2 

^cjoV^Tl^^$:}^§S^Si: ±fB (a) 7!;M (h) tc^^tt 

^t)^±IB (a) 7!7S (g) ^^::^$tvSS■e«m^tl■rv^T^> J:V^{g;J^T/^d5^y 

— (I) Xti (V) -^^^$tt-5;^IIB.^o^b-g-i^t^:f*s «m^(^®^t-J:o-c«. 
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h^^^^nm^mt^-^^^ti^o :z(Dx^ti:is:mm^i^tvx. ^jx.{i2-t K^des/'t'' 
-^^i^^. =^^^1^. ^-v/i^^, -^wv^s ?L®?^ y v=f^, m^^. 

f^iif^ttTSulB-^^ (I) (V) ^^•f-5'fb'^#>x«-^oi^}c'^m$tbS'fb;'g^ 

t b-C«. Prog. Med. 5:2157-2161(1985)}C|3^$tlTV^5S-^. 1990 ^flJ 

mp'^i'^M^J 163-198 -<-i^}c:|S<fe$nTV^-5S;6S^tf6,ti.So 
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M^it^V — (Greene) ^^V^^yy (Wuts) TProtective Groups in Organic Synthesis 
(third edition)] tC|Btfe<D^M^^#tf ^ ^ t it^X^. :i^h^^^^^m^}t^ CT^i:!: 

(.mi mm) 




-fb-^t) (le) y.n^(DRjts\mmi^t. ^t^m (m) xf«oi^^^. 

XJ* (V) ^j^5t-r5:^fe-cfoSo 

ji^/V-SKS-v'p^ ^/WT ^ / y n l:VV):;&/V>e?v?-r 5 Y^W^ (WSC-HCl) fl }^<om^ 
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^l^yy>'fi:}£(D^mmm\:ji^Mm;^—T7V^ Thvii V^-^vl^ (THF) fj:if(D:^— 
(DMF) ^i^^ii^/i^y^ji'^ts^^yh^ (DMSO) f£ t'(D^ft^\:iyFm'\kti:^m^1^^. J^iP 
mi^-K^l^X. ih^m (le) ^igiiJ^^:ffiv^fc!9. N-p« ^^.'W^/i-j}^ y hV 

^:coK^&^^:ffiv^btL5MJWk'^i^ (id) >fb-^t> (la) 5 ft^^Nny^^-fb-TS 
r "J-fb-^i^ (lb) ^-^^b. ^v^-T?<l::'^i^ (ic) ^f^ffi$-ii:5::i:J'J; "PMat 

-ct^s (i^^^^.ee^^^«©^p^T*<5p:M^i^*-rs)o -fb^^^ (lb) {*mii-t-5^ 

h\ t^y s;?::^!>-^.t Kn:^t3 5 K-</V7*n ^ Kx fc'P y KVt Kn h y ^'a 5: ^ 
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it7k^m ; =^—T/\^ : ^ y —Ji^ (MeOH). y —/V (EtOH). 2-:ft2^<y — /u. 
1/ v>/ y 3 -.'V^oT/w^ -/vm : ^#;^^'fb7K^m ; i^^ ; mm=^^^i^ (EtOAc) 

^(D^>?.-7^/V^/^^(D^j^;;iC^^tt/rfJ^:^^|®'^'tC*5VNT'fli^i^ (la) (df^^^-l^tb 
:i(DXo\^ {.X^^hMcih-^m (lb) (C^b. DMF. N-^ ^/V-2-t°n U KV. DMSO 

?fe^osi?;:t-^^ttj^.f^a^^ixf*7Kx}i^tbP,<D?S'g-^^tt'. ^h-^m (ic) Sf^ffi 
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(1a) 



(1b) 



Ar^-COaH 
(1e) 



R2H 
(1c) 



MP>f> s 

.X 

R 



O 

(2a) 



( I ) XI* (V) 

<D^jt-\mmi^t ^nmKi: r ^ K^bu. it^m (2a) ^-^^u. ^sfev^-e>^b^#l cic) 

^^^^^^ :*:|ilPJ^b'^i^ ( I ) XI* (V) 

^ (I) (V) X-7r^^ti^\^^<-:>-^^(Dit^m-t. S}s±(DX^i^nh 
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mnn^^^i^^sk, -frM^j^^jE^i^}-*? if^jkA^^m^j^^. m^mm(o>{\:^m&. 

:2|s:^PJ 'fb-a-i^ (DMM^m nuT (on.^ \^^^ W- ^ Hf-o 

( i ) b b c-mpl-Ba/F3 JNBJl&liJif*;^ 

96 ai/W-^' n T^l^— h Ills 2X 10^ ceUs/ml (Z) t b o-mpl-Ba/FB ^fflBS^^ #?SliS<^ 
l^il'fb-a-i^^M 10%4^J3^ifijktt'^^ RPMI1640 (100 n V^a^M \CX 37 °C 
•C^^UfCo ;^^PM24^F^^tilWST-l/l-methoxyPMS (^JiSltSiJ^S' IHt) © 
10 ;iyt>::^/V^»bfCo ?gsJqiimt^2^^=^tJ:A450/A650(DgS^^^%-^'Y^n:7' 
t^_|.y-^_ (Model 3350: Bio-Rad) tCTaiJ^U. 2 ^^-Ct^g^^^cDit^P^^TO 

pot : HJfiM 9 (Dit^m immm 9 (D^t^mRV^ rhXPO {;i*5V>Tfi rhXPO) <^)*:^^ 
Efficacy : mMM^iDit^m (^Jfe^!l 9 cD'fk'^i^ JID^ rhTPO i;l*3V^Ti± rhTPO) 



(^ 1 ) :2^^P^-fl:;'a-^(^ t h c-mpl-Ba/F3 Jj^SHaitja-f^^ 






pot. [nM] 


Efficacy [%] 


mmm 


10 


87 




2.4 


93 




14 


99 




18 


97 


||»J214 


15 


106 




6.7 


87 
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poi. inivij 


tZIIlUdOy I/O J 




3.3 


96 


l|j|S#lj276 


8.7 


100 


mmmzso 


4.9 


107 




9.0 


88 




4.4 


101 




2.1 


96 




6.9 


96 


rhTPO 


0.012 


100 



^4"^ itmt^^i tit. ±mwnxm7^(D^t^mm-^ A-1 (D^t-^m-vh^. 

3 b tt> Jbi2#fF:$:i^ 8 iBifeo-fb-a-i^S-^- j-i4 (D^t^s^x-h^o itmt^^ 1 ~ 

. 3 (Dm^^ y^TK^-to 




±m(o^^^ <o . h c-Mpi ^^L^tz Ba/F3 mmmYfm^^ir^ 

(i i) um^=^^:=^-m^i^mi¥mm^m 

t h CD34''|EB|S^ MegaCuIt™-C (StemCeU Technologies ^ffiV^T 2 well chamber 
P^7-f KJ-T^gEl^i^^:i?:ftTT? 10-14 0F^.37 ^T?^^ b:/to ^#<^^PJ#tC«^oT. 

s H ^ b fc # s ^ glycoprotein Ilb/HIa tcl T^-fe L fCo ^-fe $ tbfc E^^^fB J3a 
0 3^jiA±(7)^ffl^ 1 =it3c=— i: bawell&fc:!5(D=3Pc:i>-i!c*0^{CTa!)^bfc:o 
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^(D^m. 9 (Dit^mo) BCsom-^ 12 nM. *JSM 6 6 (D^fb-^-^lO ECao^ltJ* 

47 nM. MM^i]2 5 0 (D^b-^^X^ ECao^fif* 26 nM "efc-o^o 

(i i i) -T^j^ma^-^^^ 

ib^m^. 100mg/kg3?.f*10mg/kg^^Plg-^UfCo ^-¥2^W^ic, 0§|JT::^#M 
J: t) 1/10 m- 3.%Vo'!7 ^l^mrT Y y ^> A^irC^H^J i: UTiiljfl bfco 12,000 rpm T' 3 ^PbI 
3t'L>:$^llU-C#p5nfcikl^l^ 56 "C -C 30 :9-ra*Rtabfct><^=Sr (1) IB«©t b 
c-mpl-Ba/F3 ItljiStim^^t^^l-**!-^^^ 10%jfiLiliJ:'^C5 i 5 tcg^n b> ^J3Sii5it?ttt 

^tffij^ufcio ^^m\:,-^^<om±(ommm'^f^^^ ioo%^^ bfci^o#«om 



(^2) |^i^-(b-a-^^?^nj^-^Ufc#(^lfll%t^b h c-mpl-Ba/F3 ^JiaJim^tfe 





jS-^* [mg/kg p.o.] 


iBfife±i5il;S14 [%] 


llite<5>Ji6 


10 


>80% 


IIJS<5IJ66 


10 


61% 




10 


>80% 


Il]!ife^5lj250 


10 


>80% 




10 


>80% 




10 


>80% 




10 


>80% 




10 


>80% 




100 


<10% 




100 


<10% 




100 


<10% 



h-f. ^WMh^^Xi-^. l0mg/kg^^:jev^-c^5^^yF^.efeP^S^4^^■rawi:;as^tti$ 
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mMMit^^t m (10 mg/kgp.o.) {vl*5V^T hmmMW;^it<10%X^h^tCo 

:^WM(Dm.m\'^. — (I) xfi (V) x-^^ti^^mmih^m(Dimxit2m 

w^n. "mu mnm\z.^^m.n'^^^ ^^^^ %^^(Dm.i^n. lUitmrn. m^. 
:^^mK^^^&a^■¥(Dfc^<Dmi^^fs.^^t\^x^■i. mm. Wcm. mm.mm:A^m\^^ 

MllJ^J^ -H-^^J. m?fe^J^ 3§=«5^J^ Viim^^^\^X\.^X^^\\ 

mn^-^-^-f^o i^'^(Dmwm\. mmnh\.x\'x. m^\mMm^^iif^'BL-a^m^m. 
if^iK'^(Dmm. mmnh\.x\t. 'fi?ij;t}^7"afw^'^i;=i-/K ^ 
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ai^j^P^-^f^^-^^ 1 B(Oll^^mi. •J 0.0001 ~50 mg/kg^ ^if*b< 

}i^0.001~10mg/kg>5Sjg^-X?, ^ ^fd^* U < 0.01~1 mg/kg d^jg^-Cfe «9 . ^Itl. 
^ 1 |IIT'fo5v^^*2 7!;lg4|lI^^::9'^tT^-^■r5o j^jDj^^-^^tb^S^-^fi. 1 B(D^^- 
*{i#:fifeyS:t)^0.0001~l mg/kg. 0* b< f*}^ 0.0001 ~0.1 mg^g :dS5g^-t?, i p i 

4-^ n n-2-T-fe^yV^;^:7 =c V 4.18 g. v^rc^yvrcv-^yv 30 mi (T^mWi^yK/^TK 

mmm^m^^^ (brine) xmw\^. mimm-rvv^j^x^^x^ti, mm^ws. 

j^^M^fc^. mm:^v ^j>>7Kmm (aq). brine T-:taJi^^#^^ ?5iE^-^b y 
x^-m\^tco ^m^ui^^^n. #btLfcait^^=^i^>' : EtoAc=i : 1 (Dm^x^i 

W b> 2.57 g <D 2-T ^ / -4-(4-^ n o ^:t:7 31 V-2--1' >'V^#fCo 
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Rf :##««J#-§-. 

Data : i^M.^^'T—'^ (MS : FAB-MS (M+H)* ; MN : FAB-MS(M-H)- ; MM : FAB-MSCM)"" ; 
NMR : (CH3)4Si -^tiUWrnt ^^C|BtoSf^v^^'a•^* DMSO-^/e ^m^nmtir^ 
^H-NMR JCliJStt ^ f — jJ' <7> 5 (ppm)) . 
structure : {b^^a^N 

R\ R\ Ar : — iiK^iff^fil^S (Me : p^^/V^ Et : oi^^/V^ nPr : y/W/V:/n tVl^, 
nBu : y/W/W:^^/!^, tBu : t^ — v'^ P ^t/^^.'K cHex : n-^s^f^-^/K cHep : 

in^:7'^>'K allyl : T )) JV^ Ph : :7 3i:^/^^ Bn : «<i/i^/K cyano \ i^T J ^ Ac : 
Tir^^K Hoc : tert-7'5^/^:^■=¥i/:^/^2J?■:=^>'^^ Fur : -7^7=-/^^ The : ^ai:=i/K azet : 
T^f^v^V-l-fyK pyrr : t'n U v^^z-l-'T/V pipe : t'^U pipa : 

y'V', mor : '^^JV'^ y tmor : ^:^^JV'^]) l/J^^ jV^ imid \ ^ 

TBS: v-¥y-:/^^^v^p«5^/vvy/W M^StoitrcD^^^f^sm 

{im.^^ tJ^o -eaj :t }i* 5-Cl-3-The \X d n 'f-^^y ^--S-f /V^, 4-cHex-pipa 
(^3) 



i />-NH2 



Rf 


R^ 


Data 


1 


4-Cl-2-The 


MS;217. 


2 


5-Cl-3-The 


MS;217. 


3 


5-F-2-The 


MS;201. 


4 


3-F-2-The 


MS;201. 


5 


5-Me-2-The 


MS;197. 


6 


4-Me-2-The 


MS; 197. 


7 


4-F-5-Cl-2-The 


MS;235. 


8 


4-F-2-The 


MS;201. 
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2.T5: y-4-(4-7/l-;e-n7a^— /V)^Ti/'-/'V6.0 g. THFlOOml (^^^^{eiri:^ 1.60 ml 

^mru mm^x 90 ^mnnvfco dmf loo mu i-i^^n-^^ 

$//Vtf^7 10.4 g. b V ^'^?\yT $ V 17.2 ml ^>!)DX- 90 31 HfW^^bfCo 

W.l^M.'kWLJSM^ UI&^P NaHCOa aq ^;5]P;tfc#. ^ n n /jN/lxiNlCTttHi. brine "t?^ 

;t7 vJ>.'i7xi-^Y^=7y>{— (^Sl^ : ^ n n ;^/^i^-MeOH= 100 : 1~100 : 3) 
\Z.xm% 11.26 g (D 2-T ^ / -5-(4-i>'i5^ n-^:3r v^/H::°--^7 v?>'-l--r ^V).4-(4-:7/V;^n 

±IB##^!J 9 c^:;^^* ^ l^iite: UT^ 4 K^ir0^m i o ~ 4 o ^tu-^ettmi" 

##^J 4 1 

1 (D'fb'g-il^O.S g.DMFS ml(7)^l^t3:7K?^Tie:-CN-:7'n^;^i5'i>'W 5 K0.45 

g ^ip;t> i^mic-c 50 ^mm¥vfco m^m^^^^ ^yi^ 0.6 g. h y 

^^/VT 5; 0.6 ml ^mi-itJO;!^ 70*Cle:-C 3 P bfc:„ K.^M^W&m^\^^ o 

P/jN/vi.^;!jq^fc=^, y "i^i^ aq. brine X^m.M^^'^. WBr)r Y y t7J^X% 

il?^ : -^:3fih:/-EtOAc=l : 1) iJlT^t^^b. 300 mg (D 2-T ^ y-4-(4-^ o P^:^:7cn 
±I5##^J 4 1 ^ m^l- 4 \z.^ir^^m 4 2 ~ 7 1 ^ITx -^tb^tb^iS? 



(*4) 




Rf 




R^ 


Data 


9 


4-F-Ph 


4-cHex-pipa 


MS;361. 


10 


4-F-Ph 


4-nPr-pipe 


MS;320. 



32 



Rf 




R2 


Data 


11 


4-F3C-Ph 


4-cHex-pipa 


MS;411. 


12 


4-d2N-Ph 


4-cHex-pipa 


MS;388. 


13 


4-Me2N-Ph 


4-cHex-pipa 


MS;386. 


14 


4-cyano-Ph 


4-cHex-pipa 


MS;368. 


15 


4-Et02C-Ph 


4-cHex-pipa 


MS;415. 


16 




4-cxicx-pipa- 




17 


3-cyano-ru 


4^CrieX-pipa 




18 


yf T? Til- 

4-F-Pn 


4-iiPrO-pipe 




19 


4-F-Pn 


4-mor-pipe 




20 


5-Cl-2-The 




MM;339. 


21 


5-Me-2-Fur 


4-cHex-pipa 


MS;347. 


22 


3-Cl-2-The 


4-cHex-pipa 


MS;383. 


23 


5-Cl-3-The 


4-cHex-pipa 


MS;383. 


24 


5-Cl-2-T]ie . 


4-cHex-pipa 


MS;383. 


25 


5-i3r-2-lne 


*f-Crlcx-plpa 


MS-427 42Q 


26 


5-Me-2-The 


4-cHex-t)iDa 


MS;363, 


27 


3-F-2-The 


4-cHex-pipa 


MS;367. 


28 


5-Cl-2-The 


4-nPr-pipe 


MS;342. 


29 


4-F-Ph 


(MeO(CH2)2)(Me)N- 


MS;282. 


30 


4-F-Ph 


((cHex)(Me)N(CH2)2)(Me)N- 


MS;363. 


O 1 






MS;295. 

XT ^^^^ W • 


32 


4-F-Ph 


(Me2N(CH2)3)(Me)N- 




33 


4-F-Ph 


(pipe.(CH2)2)(Me)N- 


MS;335. 


34 


4-F-Ph 


4-AcHN-4-Ph-pipe 


MS;411. 


35 


4-F-Ph 


imid 


MS;261. 


36 


4-F-Ph 


4-Ph-imid 


MS;337. 


37 


4-F-Ph 


4-Bn02C-pipa 


MS;413. 


38 


4-F-Ph 


4-iiBU"2,5-diMe-pipa 


MM;362. 


39 


4-F-Ph 


3-(l-pipe)-azet 


MS;333. 


40 


3-Cl-Ph 


4-cHex-pipa 


MS;377. 


41 


4-Cl-2-The 


4-cHex-pipa 


MS;383. 


42 


5-F-2-The 


4-cHex-pipa 


MIb;io7. 


43 


4-Br-2-The 


4-cHex-pipa 


MS;427,429. 


44 


4-Me-2-The 


4-cHex-pipa 


MS;363. 


45 


4-Cl-2-The 


4-nPr-pipe 


MS;342. 


46 


4-Cl-2-The 


(1 -iiBu-piperidin-4-yl)(Me)N- 


MS;385. 


47 


4-Cl-2-The 


4-(allyl02C)-pipa 


MS;385. 


48 


4-Cl-2-The 


3-(4-nPr-l-pipe)-azet 


MS;397. 
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Rf 


R 


K 


uaia 


49 


4-Cl-2-The 


4-mor-pipe 




cn 
OU 


4-ui-z-ixie 


1 -nou-pyiToiiain- J -yi j 


iVlOj J / 1 • 


51 


4-ui-z- 1 ne 


(^quinuciiain- J -yi j^ivie jin - 








f " L/JnC A'pipd. 




53 


4-Cl-2-The 


4-nPr-pipa 


MS;343. 


54 


4-Cl-2-The 


mor 


MS;302. 


55 


4-F-2-The 


4-cHex-pipa 


MS;367. 


56 


4-Cl-2-The 


(inor-(CH2)3)(Me)N- 


MS;373. 


57 


4-Cl-2-The 


(mor-(CH2)2)(cHex)N- 


MS;427. 


58 


4-Cl-2-The 


4-tmor-pipe 


MS;401. 


59 


4-Cl-2-The 


tmor 


MS;318. 


60 


4-Cl-2-The 


3-oxo-pipa 


MS;315. 


61 


4-Cl-2-The 


4-(cHex)(Me)N-pipe 


MS;411. 


62 


4,5-diCl-2-The 


4-cHex-pipa 


MS;417. 


63 


4-Cl-2-The 


4-pipe-pipe 


MS;383. 


64 


4-Cl-2-The 


4-(F3C-CH2)(Me)N-pipe 


MS;411. 


65 


4-Cl-2-The 


(3R*,5S*)-3,5-diMe-4-nPr-pipa 


MS;371. 


66 


4-Cl-2-The 


4-cHep-pipa 


MS;397. 


67 


4-Cl-2-The 


4-(nPr)(Me)N-pipe 


MS;371. 


68 


4-Cl-2-The 


4-(F3C-(CH2)2)(Me)N"pipe 


MS;425. 


69 


4-Cl-2-The 


3-Et02C-pipe 


MS;372. 


70 


4-Cl-2-The 


2-Et02C-pipe 


MS;372. 


71 


4-Cl-2-The 


4-(3-F-pyir)-pipe 


MS;387. 



#%^J 7 2 



##^J 6 9 (Dih^^ 830 mg (D THF 10 ml^EtOH 2 ml ^^iZ. IM NaOH aq 6 ml iJW^^ 

^ofcTKJit- lMHClaq^6.5mi;!)qx.. ifeCfceti^^MllU^T^itU l-[2-T^ 
/ .4-(4-^ n n :/.2-^ yV')^T >/— /v-s-f /V] U >?:/-3-;;?; /vjsK 726 mg 
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Rf 


R^ 


R^ 


Data 


72 


4-Cl-2-The 


B-HOaC-pipe 


MS;344. 


73 


4-Cl-2-The 


2-H02C-pipe 


MS;344. 



#;#^J 7 2 (Dih^S^ 683 mg (D DMF lOmimW^ 1-t Ka^i/^:/y' h V T^— /V 
(HOBt) 359 mg. WSC-HCl 506 mg. ^/^T 5 ^^m^M 432 mg. h V :3^^/V'T 5: 
>- 1.11 ml SriD^^mT— Bfe^#bfCc ^JBET^iS^@*b;/fccD*>ISfnNaHC03 aq ^ 

^nn •^;VJ>, : MeOH (100 : 1~50 : 1) ^^tU^^ t :^ 9J>^^^'^V 

7V]-N,N-i;^p^ ^ym" ^ ij i;?>'-3-:*/V3K^1^ ^ K 628 mg ^#fCo 

(^6) 



r />-NH2 



Rf 


R^ 


R^ 


Data 


74 


4-Cl-2-The 


3-Me2NOC-pipe 


MS;371. 


75 


4-Cl-2-The 


2-Me2NOC-pipe 


MS;371. 



7 6 

7 4 (D^t-^l^ 608 mg (D THF 10ml LAH 143mg THF 10ml M^W^M 

X.S IttBjS^JfELfCo ^U-^-^lf^mi^. tK 0.14 ml. 2MNaOHaq0.14ml. tK 0.42 ml 
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^^vMiMeOK (20:1) :^m\i^^^tir?>^^]) ^ J^'^ h y -( 

V) If ^ 2-r ^ y -4-(4-i^ p n :7 v-2--f yv)-5-{3-[(-:;^> ^^vT ^ y )^ ^/V] 1^-^ 

y i;?^'-l-l'/W}^Ty— 156mg ^#/Co 

±fB##«aj 7 6 ^ PlilJ: UT^ 7 K^ir^^m 7 7^. mi-5Jl^?lr'^ffi 

(^7) 




Rf 


R^ 


R^ 


Data 


76 


4-Cl-2-The 


3-(Me2N-CH2)-pipe 


MS;357. 


77 


4-Cl-2-The 


2-(Me2N-CH2)-pipe 


MS;357. 



7 8 



3.iJ^an-4-t Kn=^i/^S#^ 7^/1^2.50 g. DMF 25 ml ^^^EtC^Sfe:* U 

2.78 g. 2-it^-y^^;V-J?^^Jl^i^V J\^:t^^y)=^^^^-^'^ 5 K4.31 ml ^;«3Px. 50 °C 

-ei5 ^ra*Pl^^i-:^-o ^;^^^^W*bEtOAc^Apx.. 7K> \>jm&\z.x^mm^^iSi^ 

7:7^— (^Sl^ : --^i^>'-EtOAc=10 : 1~5 : l) i^Tlti^b. 4.88 g O 4-[2-(tert- 

±I5##^RI 7 8 (75:;^^ l^itie: b"C^ 8 {J:^i-##^J 7 9 ~ 8 9 Sr. ^^x^tt^J*: 

##M 9 0 

3-^ n n-4-t Kt3 ^^f^iX^S^^ ;^ '^;V:i^:^T^^ 1.5 g> THF 20 ml (OW0.\^s l-tert- 
:/h=¥V-2-:7'a/^y— /H.8 ml. h y 7;r::=^.'Vx}^^:7>0 3.16 g. v^^^/VTy'i^;* 

fz.m^^''y V ^ ^M^^n^V^yy^— : -^=¥1^ V-EtOAc= 100 : 1 

~5 : 1) idTJltSli b> 2.3 g © 4-(l-tert-:/ h '3{^i^-2->^n ;i<^->)-3-:J7 n a^S#^ ^ 5^ 



wo 03/062233 PCT/JP03/00270 

36 

Jb|B##^J 9 0 (D:^mtmm^ 8 \^^-t0^m 9 1 ~ 9 3 ^tl^tlMJt- 

9 4 

y l^:hJU^-ym^.Og^ MeOHSOml tcj^^^-lir, ?h?&Tl-Tjgl5lt^2.0 ml 
latciT^g^^M 0.15 mi^ 7 tK? 0.05 g. 3i%3l^'fli7j<^7K 0.4 ml ^)iRie:;&nx.. 

80 x:\z.x so^mmwi^fco Rj^^m\^7i^^iju:^. mi^:^v^j^xTMvm^\^-fiio 

<^Sr EtOH xm^-t^ ^LtK^-oX 6-}^ h^iy:^/l^^^/^-2-^ J V l^:^JV:^^-^ 5: K 
^ 0.15 g ^W^o 

##^J 9 5 

5-7? ^/u t°7 y'— /^-s-:*/^^:/^ ai^/w^;^-^/^ 1.96 g. DMF 40 ml 

V 2.64 g. 3-(tert-y^/Vv^7^^^l-v'P/l^:^=^v')::^n t:VV:7*n ^ K3.53 ml 

50 'C-C? 18 mm:tm^W\^r^o ^It-m^^^VBtOAc ^M^. tK. brme KX^mM 

^ h 7 :7 — (^il^^ : - >'-EtOAc= 1 5 : 1 ~5 : 1) }C T*t^ 1 .39 g l-[3-(tert- 
zf'^/^-J^:^ ^yuv' y /V';^=3r->')7'o jjf '3pi>-]-5-p< ^yv t°7 /i^-3-;«7/v:^'^^ oi^/v 

#%^!) 9 6 

p t3 .4-3j^/^ ^ /w^S^^ '^fvziu:^.'r]i\^ 0.50 gs i^-fb^^ ^ i^i^ lo ml ^^teii^ 

m. 0.5 mK 2-p« b ^^yzr.^?vr 5: V 0.3 ml, b y T"fe h ^^i^JKn t K y K 0.85 g %APx. 
7K brine Xz.X^mm-^^'^M^'f- V V t7 J^X^MX^f^o ^^S^W^-T^ ^hKH^ 
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^ly-^jVT 5 THF 10 ml ^^\Z.''J-t&t--:f^J\^''^tf^-^^-^ Y 0.70 g 

Mx—mmw bfco y ^^^^ ^pj^^^n-^v^yy^-m 

: ^=¥i^>'-EtOAc=10 : 1~8 : 1) \-CXnU\>. 0.87 g <7) N-(2-^ n b'^iX 

##^J 9 8 

3,4,5- h y :7y^:^n^SS=m 1.52 g> a p ^ iJ? 15 ml ^^^Id. 7X?&Tig'fb:^=3r 
f*y/vo.92ml ^;[jp;t. mtaiiiT 30 $bJJ:^?S.l2:T80:$^M^#bfCo DMF 

i; 20 mJ^ 2-tert-y h y — 3.40 ml. DMAP ^ 1 ^^^P^> 

T 1 ife^^ b^ho ^;{?l^^^te@*^> t&fP NaHCOa aq ^JP;t. EtOAc -ettttl b. tK. 
hrm^^KXmW^. MgS04-e|fcitbfc„ ^tffT^M^^^b. Il^c^) 3,4.5- h P 7/1^;*- 
2-tert-:7' h =3f->'^'5^>'l'^;^-7">'VSr 2.10 g #f::„ b =^i/;57 D !J7 A 1.03 g 

(?5 THF 15 ml^?Sl;i^?&T 2-tert-:/ b df^i^rc^ y 1.50 ml %JP^. 40 
F^m^^bfCo SJ^;^^^-78 °CtC?i^*Pb. mM<^ 3,4,5- b V :7/V::^n^A§m 2-tert-:/ h 
dE^iX^^/l.ai;^^"/^ 2.10 g (D THF 5 ml ^^^^iP;t. :7lcJ^T 1 ^Ur^ 30 

#b^„ ^fP±t'fk;T>'^^e7i» aq Sr:)!jPx.. EtOAc-ettfflb. 7K^ brine tJ:T?5fe^^#. 
MgS04-e|fc^bfcio MffiT^^^^®*b#btufc^^^i/y :^<5^/i-:^^^i5^ n-^ hi?* 
7-7^— (MMWL'. --^•t^^^-EtOAc=100 : 1—20: l) fCT^tS^U 2.24 g 4-(2-tert- 
l^df^e/^ hdrv'>3,5-i^:7>'V'::^-P^S#^ 2-tert-:7' b =3r-i^3i^/Vai;;^X/^^#yto 

9 9 

n P-4-:7/V:^a^Jg.#^ tert-:/^yV:3^;^7^/'^ 1.15 g. DMSO 20 ml ^WL\^WiB. 

V P i.^ gs y=^=i^:/^ai^/w 1.4 g ^Ua^ 80 "Ct? 2 0 i^*Pfi^#bfco ^ 

EtoAc ^;!3P;t. tKs brine Kxmmm^m^'^> ^^-^ ^ y ^j^xnmi^tco 

^I^^W^^N aS^i/y :^^^^:5577AjJ^n-x' b^/7:7^- : •^^1^^^- 

EtOAc=20 : 1—10 : 1) lZ.X^m\^. 1.42 g N-(4-tert-y h ;V:^=^J\^-2-^ n n 
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±iB##^j 9 9 (D:^m t mm\^ i^xm s iz^-r^^n ioo~io8^. ^t^^^ti 

10 9 

3- n D .4-(4- 1 K n ^ y y 7< 9^/^:31 X/'V 0.70 g, i^^fLp^ ^ U 

:y 15 ml^tc: 2,6-/w^-:^^^ 1.5 ml^ tert-r/^yui^pt ^/wy h y :7 1^— b 2.7 g iSr 
Mx.mKX*2mmmW\^tLo ^^-m^^BtOAc^M^. tK, brine ^eiT^a^^i^fe?^^. 

^'^^ (^ilM : ^'3ff-i^-EtOAc=50 : 1) fJlT^WML. 0.93 g O 4-(4-tert-y^/V'-:?p« 

110 

1.(4.3:: hdee^;&/V#r^yW2-:7/V:;^n:7a:=^/V)t:'^y i;?>-4-;«;/V;af^i^5 K 1.50 g. 
THF 20 ml ^m\^-7S 'C'T? h V ^^}VT % y 2.0 ml. h y :7/V;^p I^^^tK^j 0.9 ml 
^AB;t^S.-^6 ^rati^Ufeio ^«^®*b EtOAc trJ[)Bx.. tK. brine iJlT^^Ji 

bi^''^:/^— (?^St^ : ^=^-y-V-EtOAc=5 : 1~4 : l) tCTi^MU> 1.43g(^ 4-(4- 

#%^J1 1 1 

N-(4-tert->^' Y^l^-^ A^H^^-jV-l.-y jVirxi ^ =!^^)V)^ y=.^=i^iy-^ oi^^/lxm^'T^ 
/V 0.50 g> DMF 5 ml N-iJ' n n jj^ ^>'>'>f ^ p o.21 g ^M:^^m.X 1 P FflJli^^ 

i?->'-EtOAc=5 : 1~1 : 1) KXWML'. 0.51 g <^ N-(4-tert-:^ h ^->:;&yV/K— /W2-i5' n 

Ji|B##^Jl 1 l<Z);^fe^ 1^^(21 bT^ 8 {e:^t-#%^Jl 1 2~1 1 3^. -^rn-?* 



wo 03/062233 



PCT/JP03/00270 



39 



Rf 


structure 


Data 


78 


CI 

MeOaC-^^q^OTBS 


MS;345. 


79 


F 

EtOjC-^^q^OMe 


MS;243 


80 


CI 

MeOjC-^^q^OMe 


MS;245. 


81 


Br 

EtOaC-^^O^OTBS 


MS;403,405. 


82 


CI 

EtO2C^0-O_pTBS 


NMR(CDCl3);0.05-0,13(6H,m),0.82-0.93(9H,m), 
1 .40(3H,y=7. lHz),3.97(2H,t,J=5.1Hz),4.28-4.34 
(2H^),4.37(2H,q,J=7.1Hz),7.68(lH,ddJ=2.0,ll. 
6Hz),7.87(lH,t.J=2.0Hz) 


83 


CI 

EtOjC-^^q^OTBS 
CI 


MS;393. 


84 


CI 

MeOjC-^^q^^OTBS 


MS;359. 


85 


F 

MeOJ:i-C}-0 

^ ^-^ ^OMe 


GC-MS(M)*;214. 


86 


CI 

MeOX-T^Vo 

2 \-OMe 


MS;231. 


87 


CI 

EVDfi-^S^ H OtBu 


MS;343. 


88 




MS;339. 
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Rf 


structure 


Data 




OTBS 




89 




MS;339. 




CI 

MeOgC-^fZ-O OtBu 




90 


MS;301. 


91 




MS;285. 








92 


EtO,C-^KO 


MS;271 


93 


J' 


NMR(CDCl3); 1 .3 8(3H.t,J=6.0Hz),l .41 (3H,s), 1 .47 

4.56(lH,m),6.96(lH,d,J=8.7Hz),7.92(lH,dd,J=2.0 
,8.7Hz),8.05(lH,d,J=2.0Hz). 


94 


MeO»C-«w A-N 


MS;231. 




EtO-C-< J, 

^ N'N^-.-s^OTBS . 


MS-327 








96 


MeOjC— ^ >— \ 

Boc ^ — OMe 


MS;358. 






97 


F 

MeOgC— ^^~~^^N^ \j-Boc 


MS;339. 
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Rf 


structure 


Data 


98 


F 

tBuO-^ yHxTV-O OtBu 
O ^ — ( 
F 


MS;375. 


99 


/=<' 


MS;368 


100 




MS;318. 


101 






MS;312 


102 


CI 


^ ^CONHg 


MS;297 


103 


CI 


-H^ ^OH 


MS;269 


104 


tBuOjC— <^^^— 


^COgEt 


MS;352 


105 






MS;295 


106 


F 

MeO,C-<^^ 




MS;239. 




F 
F 


y-COJEt 


MS;354. 


108 


F 

AlVIO /=( ,r-A 
F 


MS;325. 
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Rf 


structure 


Data 


109 


CI 

MeO^C— <^|^~^N^ ^OTBS 


MS;384 


110 


F 

/ 


MS;277 


111 


F 

/ — \ 

tBuOzC— <^ y— COgEt 
CI 




119 
1 1 ^ 


EtOoC— ^ )>—fi V- CN 
2^ /7 \ / 

CI 


MS;311 


113 


F 

MeOaC— ^^""^^N^^ \l-Boc 
CI 


MS;373. 



114 



7 8 (DVcy^m 2.16 g. MeOH 20 ml-THF 15 ml mW.\^ IMNaOH aq 7.5 ml 
X. mM.KX3 Pl^^#byb„ ^JS:lSSr®*U 5«^7X^:*y aq ^*P;t^tt 
lJ:bfc#x ^I3^7}^y^A-2-:/^-'^y^^^ (3 : l) (^"CttWbfCo ^WM^ brine {JIT 
?5fc?^^. aS^^hy e^A-Tf^^t. 4.[2.(tert-7'^/V'i^p«^/i-ixyy^;4-^ 
h iXl-S-ri^ 13 1.17 g 

±m0^m 114 (^^^sfei: isi^ic UT* 9 },z.^irm^m 115-138^. ^n-e 

##^J 13 9 

3,4,5- 1^ y a U K 1.56 g i^^s 2-^ h ^^/^^ ^ — 6.32 ml^ ^ 

m-t'>'«j7i^6.53g^^JPXL. 100 'Cl?:T20NF^Wb:^-o K/^^mTHF50ml^^D;t^ 
mii. «^©*U 4.36 g ^#/Co Cl<^^^<^^THFl5mll3:^^U 2-7« 
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i/oL Y ^i/)^Mmn 1.76 g Sr#:^o 

14 0 

0^m9 4<Dit^m03 g ^ THF-MeOH ^-^^^ 10 ml (1 : 1) (ClM^-li:. ^ti. 
IZIT IMNaOH aq 1.5 ml ^IJQk.^ mUKX 3 0 m^W^tCo RJt>m^US.T^mV. 
zK^;!)P;t IM HCl aq 1.5 ml X^fa-t^ - ^ tJ:J:oT#btt5@^^^5ii. ^mT^ - 
^ t? 2-;*y'W^^-f /v:3e^^ ]) :y-6':fyj^^i^lSk 0.29 g tr#/co 

14 1 

13 0 (Dit^^Q 410 mg. f y 10 ml ^m^Ui^'^W. 0.24 ml ^M'k.mM. 
X\5^fm.W\-'-k.o K^&?^^@*UEtOAc^*P;t. lMHClaq> 7K brine JJlX^^ 

n-^Vi^V^^^ : ;^'nD;J>7V'A-MeOH=100 : 1~50 : 1) tCT^ti^Us 351 

mg (D 4-[2-(T-fe^/V;r=¥iX):3i b =¥^^]-3-^ ^>'V^S#^^Sr#f-o 

±l5#%^il 14 1 o:;^?*^: IH^tc br^ 9 \^^-t0^m i 4 2 

14 3 

2-^ p Uxf =1^:^^2.00 g 3i^w:xi^'y /1^15 mU y !> a tert-::^ b 
K4.28 g ^;!jP;ts 150 "Ci^lT 6 0Pfljt#bVS:„ 5%a^7K*:* y aq 

EtOAc (ci-rttW ^^iiSr brine ^^:•r^5fe^^^^ MgS04t?i^its 

Us 2-(2- 1: K 13 ^ b ^ ^^)-^ y ^ 3 ^ 0.54 g ^#fCo 

#%^J 14 4 

1.{4.[(T y /v;r=3e->):*/W5i}?:=^>'H^^— t°^y ^:^i^-4-;^7/P2Hi^^ =cf-)vzz.7.'r 

gOTHF 75 ml ^^^IC^/l^^iN y ^^2.10 mU 7^ b7=^^(b y 7 3^— y'^*:^^ 7 
vy^°7e^!>-^ 390mgS^>^)Px.. 60 "C-C 1.5 ^Wm^bfCo ^T^i^^ll*byh(^"t, 
EtOAc ^M^. ma NaHCOa aq T? 3 Hlgfe^^ Lito M^f^^^ NaHCOa aq ieili HCl 
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2.73 g ^ntco 

±M0^m 14 4 (^j^fei; iniit;! u-c* 9 Km^0^m 14 5^. nj^^ir^mn^ 

14 6 

9 9 <Di\:,^m 1.42 g trife-fb^ ^ 5 ml iC^j^^^. ^K?nTlJ:"C h P 7/1^:^ 

±IE#^^J 14 6 cr)::^^ ^ IHilfJ: Ur^ 9 lc^-t-##^?il 1 4 7 Sr. ^fii^-r SM^^ 

#^01J 14 8 

#%^!ll 44(Dih^m 1.12g<DDMF20ml^?^JCN-^n^;^:i7^/W 5 K 775 mg 
Sr*P;t^ ^?a-e705>ra. 50 'CT'2^Kti#bfCo »BET^^i^®*bfc(D-fe>7X^:<JP 
;t^i:^^^fc^^ii^bfc„ tS^NaHCOaaq. EtOAc. HCl trM^lt^if' ut^^UJ^-T? 

vi-^ h^7-7^— (^i|?^:i^i3ajJ>^l.'i>.-^<5'y'-/V=100:l~30:l) ICTJ^iiU 
3-:/p ^-4-[4-(^ h deiX:*/V4^:=/V)li'^ p ^^V-l-^/V-l^m^^ 1.29 g %#/:io 
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14 9 



u^iy^:yi/ h ^)r^/—Ji\^ (HOBt) 992 mg. WSC-HCl 1.39 g ^;*JPx.Sta"C— Sfe^# 
L:^c„ S^£^^K^MJ£W*#^ :^fBNaHC03aq^APx.. iJ^ n n 7)N/Vi»T?*fittl^ ^WM^ 
MgS04X'^i^#. ^^^®*U #fett^a?5l^^^'^^3}^/^i^ :MeOH (100 : 1~30 : 
1) ^j^W^^iri-^v/y :*y/l':^7^A:J^ n-^ hj/7:7^— ^t;«-^:3{-i^i^ :EtOAc (5: 
1~1 :1) ^^m^lS^i--5->'y:5t7'i^>'l-;*7Ai5^n-^'h^77^-lc<fc!9)|tMU1.32g 
C5 N-[5-(4-^'^ i3^3j^->/lxt!'^7i^i^-l-^>'^')-4-(4-7/'l'::^n 7 :^>'V)9^T ^ — >'V-2-^ 

±.m0^m 14 9 o;^?*^ I^^Jc: UT^ 1 0 \Z7f:ir0mm 15 0^. MJt^-r^WJ^ 
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^^y^S H OMe 


MS;550. 



9 (D^t^m 300 mg. f V i^V 5 ml (Dmm^7i<i^^T-V A-'-yT / ^1^^/ ^ 

ny K280mg^;!jpx.. ^^mz.^Wk^ BM^i^u-^<^^50 'CT'i 0r^m#L;fc„ S 

j;S?^^^^flE©*Ui5^ n n jjN/lxAil:iJP;tfc#.|&fPNaHC03 aq. brine t?*^^ Srgfe^H 

S ;i ^T?230 mgON-[5-(4-->^ ci^!3f^v^/Vt:°^^ -:>>'-l-^/V)-4-(4-:7>'^;e-n ^^oicni/V') 
y — /Wa-Y ^W].4- y ^ VXT 5 K tr#fc„ (D^t^m so mg <D EtOAc 5 ml ^ 
0.4M HCl-EtOAc m^m^ 0.4 ml M 7L—^W^\^fzM 5i§ 57 mg (O N-[5-(4- 
^ n^dei//Vt°^9-:;?>'-l-^yV)-4-(4-:7y^:*-a 7ct=iyV)5^Ty'--/V-2--f /V]-4-V 

^Jg^J 2 

^#^J2 4(Z)'fk'^ffel500mgsDMF10ml^^^iC,2-p< W V ::^ = ^:xm300mg. 
WSC-HCl 376 mg^ HOBt 265 mg ^;tinx.> 4 P P^»#b;/to 

EtOAc^^JP;^. |&?PNaHC03aq. brine iCT^^I^^. Slt®?^ h ^ iJ^A-^^^j^bfCo 
Sr®*#x ^m.^^y^)-)J^f^-^y^^'^'^Vif'7'7^— (^^1h:/-EtOAc=8 : 1~2 : 
1) iJlT^till. :iO^(DtrEtOAclOml IC^^^Ux 0.4MHCl-EtOAc^^gSf 0.46mi;bP;i 
bfi b < ^i^^ Ufc^. ^frffiife^it^s 72 mg N-[4-(5-i5' n n ^ ^y-l-^ /P)-5-(4- 

^ p i^/l^ t'^ y J\^')^T jVyi-:^ h i/^f y jin a ^ $ 

2 8 342 mg. DMF 10 ml W0.\^ n 2-^ h =3e- i/^ V :^ =i 306 mg> 
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WSC-HCl 383 mg. HOBt270mg. 4-C^;i'f-Jl-r^y)}^Vi>>244mgt:m^. 50 X: 
KX3 0Fh1^#U/Co ^J^?I^^W*^ EtOAc^;&P;t.. t&?P NaHCOa aq. brine ICTtSfc^ 

77^— (^=¥i?->'-EtOAc=8:l) KXl^M> r (D^O^ EtOAc30ml lC^^^?b, O.IM 
HCl-EtOAc^?^Sr4.1inl^JPx.bf5b<mUf:i=^^ mmm^^'S^. 120 mg N-[4-(5- 

7 8 (D\^^m 1.72 g.MeOH 17 ml-THF 10 ml <om^-^^^(f^W^\Z. IMNaOH aq 
6 ml SriB^^ ^tfit^lT 3 0 ra^#bfCo SJ^^^^iC IM HCl aq 5.5 ml ^liVi^ltM. 

3|i.^fifei^ilr#fCo C:(7)1j(DiJ:#%^j7 8<D'fb'a'i^720mg. DMF20mU WSC-HC1959 
mg. HOBt 676 mg^ 4-(>^^ ^/l^T 5 7 )t:'' P 611 mg ^^jn;t. 50 X,\Z.X 22 B#K. 
90 ''CtCT20B#ra^#U:^cio |&fPNaHC03aq^*P;lfc#. EtOAc 

TttW U^ *^Ji^^ ISfP NaHCOa aq> brine \Z.xmW%. ^^-T h y Ufcio 
^S^S^iJ' t3 H/jN/VA-MeOH (100:1~10:1) ^^ttl^jSft^-t"5 ^^y 
;*-J^/V;3&7i»^ n-v S.t;^^=¥1^^ : EtOAc (2 : 1~1 : l) ^^tU^^^ 

-r S y ^f^-^ yJ^'!7Vi'^\^y-7>{ —KX^U. 2,-'^ n n -4-{2-[3-i^ n .4-(2- 1 

^ yi,)_4-(4-7/v;^n y x. =^)Vy^T :/—jv.2.^ jvy<i^xr % K 38 mg ^#yto :L(D-h<D 

\Z., MeOH 0.5 mix THF 1 ml. IMNaOH aq225 jul Sr*P^x ^?1.1J:T 5 0 f^W^\^tLo 
d)^M\Z. EtOAc ^M^fc^^s ISfP NaHCOa aq. brine \^Xm^'^. m.'T Y )) ^ J^X 

A-MeOH= 100 : 0—100 :2) KX^M. CI <D O ^ EtOAc 5 ml i^^M O.IM HCl-EtOAc 
^^^^ 1.0 ml^APx.Lfib<m#U/c^. tlTtiJi^^^SSi. 18 mg <0 3-^ n n.N-[5-(4- 
n ^^Sf^i^/l' t"^^ •i^>'-l-'l' /V)-4-(4-7/V:r p 7 31 ^jV^'f-T )V\A-Q.- 1 
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mmm5 

4 1 (Dit^^ 1.0 g> t° V 30 ml (D^Wi^s n n r^=i^V^ 602 mg 

^jtJPxL.-25 'C^^:*3V^T:^=af•v'^t'^by :/0.27ml^;!JDx.>^?fiJ-#?1.^4^F^ii#b:rco 

^ brine -e^#U. a^-:?- h y l> A-e^^bfc„ #btl./:iaS^ 
->V^ ^J^^^ri-^h^yy-f^ i^^^ >'-EtOAc=200 : 1~100 : 1) l^T 

1.21 g (D n n-N-[4-(4-i5' a n^;r>^a.>'-2-'l'/l-)-5-(4-ix^ n^^E^ix^Hif-? 

2 4 6 (Dit^l^ 100 mg <7) EtOH 5 ml ^^StC, 4M HCl-EtOAc 0.2 ml M 

X.. 27B#^^#bfCo ^j;5:?^l::jJ7tinj}>/Vi=.^:ftPx.fci=^s tSfP NaHCOa aq. brine T* 

)) -^O^jV^y J>>-i:' y-i^yy (iJ'cia:^/l'A-MeOH=100:l~5: 1) tc:T^ni^> 
Z.(Dh(0^ MeOH 15 ml 4M HCl-EtOAc 10 ml *P X. Uti b < S# 

^^^^^JEW*^ i^3i^/^3i-7^/ur'?5fe?^b 28 mg 5-^ n p.N-[4-(4-j5^ n P ^ 
;e- 7 31 V-2-^ /l')-5-(4- ^ n i^/l^ t"^^ >^ >'-l--l' /V')^T )/— /V-2-1' /V]-6- K o 

2 3 3 (Dit^m 183 mg t;: b y :7<;V::a-T3@^^^ 5 ml *q;t 40 mmMW"^. 

-MeOH=100 : 1-20 : l) tClXJitS^b. 50 mg <D 3-^ n ci.N-[4-(4-i5' n n^;^:7* V-2- 
^ juy5.(4- i/^X2^e^ ix/l^ 7 ^-1-^ /V)^T y-/W2-^ ^W]-4-(l- K n dr 

UW\ 2 18 (Dit^m 0.34 g MeOH 5 ml tcf^^^^^ 7K<^Tl-T^g HCl 1 ml ^ 

b. 60 ■Ct^T-e^m^bfco K;^:?^^^ta*T*;^?&b> tffffii-SS^^^^iix m^mir 
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;5 - ^ -e N-[4-(4-^ o P" ^^^7 31 V-2-^/V)-5-(4-V^ o^df^ v'/Vf-^7 S?>'-l->r /V')^ 

^Jfe^?y 9 

HMM 2 3 0 (D^t^m 187 mg MeOH 10 ml K^Ml-. Wk HCl <£r 3.5 ml *P;t 18 ^ 
^ xxxi'f-ilry =^ 1^-2-^ /V)-5-(4- n ^ iX;^ 7 ^-1-f /V)^ T 

HM^^II 1 0 

10 1 (D^t^^ 5.23 g (7) THF 100 ml l^^^iC 0 X^lClT^ zK^-fb h V 

Xi7.0g^;bp^. -78 'Ct;:)'^r*P. "ryy^^ y =^^;\yit-7.-7 ^ y<vi^^J>> 

670 mg ^JP;t.#'«r 1.5 ^fm¥^\^ti.^^^m^^^ 1-6 ml ^:bP^. 

^^HT^;^b4.30g(7)N-[4-(4-i;^an^:*-:7^>'-2--^/V)-5-(t'-<7i^>'-l--^ /V) 

mMmi 1 

^»!J 13 6 (Dit^m 0.15 g ^ THF 5.0 ml -78 'Cl^lTX^^Py ^ li^ A 

(1.55M)^ti-1.3ini;!JB;t. |KimiC-C(^-< 4 ^rHl^^^#U iS5isl-<^m^^5imU:rc:„ 

0.5 mi^M^mjt^^±^> ^?B*-e#?abfc„- SiS?^i-7KSr:&n;t. e^^-^r 

^ ^ ^-C^^-f- S r t i o T N-[5-(4- -y^tt-^^ y 1^-1-4 ;vyA-{^:^ 

-7 ^ JV)=f-r :/—;V-2--< /l-]-2-7^ h y :^ n ^ 5 K 0.12 g ^#fc„ # b 

tbfcfb-^tl EtOAc 2 ml \Z.mM ^ zKi^TlJl-C IM HCl-EtOAc ^W. 0.25 ml X.. 

^^at^-c-Bfta^ufco i^mir^mw-^^^. ^i^-f-5r.^(3:j;o-r N-[5-(4.v^iJ'p 
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mMmi 2 

WoTK^-ft:-^ M; ^7 A 48 mg. =^'^U>'i^f]) =i—jU 1 ml (D^^^. ^M-T. MMM 
5 (Dih^S^ 100 mg ^M^. 50 "CK^mM 4 0 F^^#b:fc«, Sit^^^l-iJ' p n ^J^/^i^ ;|r 
JPx.fc^^ ISfPNaHCOsaq. brine -e^aii^?5fe?#^L. ^jSm-^ l> i^-Clfei^LfCo ^ 
^S^^^ff^*=^s #bttfcB^Sriyy (i^nn*:/v 
i>.-MeOH=200 : 1~20 : 1) iCXWMi. :i<0^(D^ EtOAc 5 ml ^C^M b^ O.IM HCl-EtOAc 

0.8 ml ;!jd ;t U{« < ^# b^^.^^«^^^JSE®*. i;?a^^/V^-7"/^r*?5fe?^ 
34 mg (D 5-^ P P-N-[4-(4-:?' a a^::r7^:/-2--l'/V)-5-(4->'^ ta^^i/yl^fc"-^^ i^i^ 

mmm 1 3 

||»J 5 (Dit^m 750 mg> THF 10ml (OmW^^. ^taT-f y ^^-^^^^^-^^^/^ 2.1 
ml ^;!JDx.^ 50 5 B#r^ai#bybo S^&l^i2:iJ^c2n^/i.ASriP:tfc^, :^fp 

NaHCOa aq. brine "e^^ii b P i^T?^i^Ufc„ ^^S^^H*^. 

# fen/c^^^ !J ^J^^^^-^h^vy-f^ (jJ^nn /^:/^ A-MeOH=200 : 1 

—100 : 1) Jj:T*S3^ U> 881 mg l-(3-2J' n o -5-{[4-(4-:5' n n /^>5-(4- 
iy^ n-^:3f^^yvif'^^i^>'-l-^yV')f^T>^~>'V-2-^/^];«;/w^^-f /v}-2-t'y 

HJfe^J 1 4 

mMM 1 0 (Dit-^m 231 mg. -O-XT/Wt^" t K 80 1 ^ 1,2- p nrn^ 9 ml- 

3 ml iJi^j^u^ 0 X^xmmyKm^t^'^Mi- h y i> 210 mg ^iaxL. o'C-e 30 

mm.X*30'^mW^\^tLo S^&^SlJll&fPNaHCOaaqs IMNaOH aq •Ir^Px.s T/V 
yfficbfc^^. i^pnjjs/VAidTtitiib/Co ^^il^ MgS04 "Clfej^^. ^j^-lr?^ 
ffJg^U. #b:h.fca?tJJ:i^^5 mU -OXT/Vxt Ktf 160 juK g^^TK^-fb:!}^ 
m-f-hV ^J>>^n404mg^M^s 50 "C-C? 4 ^P^^i*^ b^to ^i^^^JE@*b> #fe 
i^fca^^^::^fPNaHC03 aq<Sr^)P;t> :^^#l^^i^b}t„ n n;J>/VASr;{jP;^^^U 
t&fnNaHCOa aq^:&P^. ^ P DJ^J/VAldTttttibfCo ^^Jl^ MgS04 "ClSijt^. ^ 
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-EtOAc=4 : 1 ) J: t) Vtio C0)-h(O^ EtOAc t^l^j^^ . 0.5M HCl-EtOAc mW. 
^M^. Wttl*^ 64 mg (D N-[5-(4-^:/v^/V t'-^y i^l^-l-^ /V)-4-(4-^ n n ^5^:^ 

^Jfe#y 1 5 

■ %W\ 2 4 3 (D^t^m 0.35 g, EtOAc 5 ml <Z:)?^l^t-. 7KJ^T 4M HCl-EtOAc ^:t3n X.> 

^ta-e 1 Bmmwx^tco mm-r^bmi^^^T^-t^^tx- 345 mg <d ^-t^j 

.N.[4-(4-jJ' n P 31 :x-2-^y^)-5-(4-^/:i' p^dE^v^/Wf-^^ V-l-f /V)^T 

HJfe^^il 1 6 

%W^\ 1 3 (D^t^i^ 30 mg. MeOH 1 ml (D^^K. MMTf IMNaOH aq 0.12 ml 

lMHClaq0.2ml^*Px.b}^ej<m#bfc#> ^IKSf?^®*^ i^^i^/Vrn-T^yV^ 
20 mg O l-(3-^ n n.5-{[4-(4-i5^ P p z^l^-l-^ /l-)-5-i4-^>^ p^sSE^i^/V 

i;?:x-i->i' /p)^T J/— /v-2-^ /V} t:° y s;^>'-2-i' /v) y v^^^-4- 

mmm i 7 

14 3 (Dit^m 180 mg. DMF 5 ml M^^i- hV-:ij/l^^::^JV'P^ ^ 

100 mg ^;Dn^. ^m-T? 4 ^Pp^^##. 28%t v^^ttK 1 mi ^Mx.^ mm.-v 1 

^mWl^tco SJ^?^^^^:7K^:^)Px.^^p^JJ^y^A^v:T^4mbf^:o ^^S^ MgS04 T'l^;^ 
^^^trMM*. #fctb/cia?t^^i5'/-^^"e^5fe?^bfc:o ^cD^>(D^ EtOH « 
^5^. IM HCl-EtOAc ^ 0.35 ml X.— ifetg# U^tU^I ^mM. 151 mg N-[4-(4- 
7;V;tP 7 3i^y'V).5-(4-iyiJ' p^^f ^//Vt;°^^ v'>'-l-'l'/l^)5=-Ty— >'V-2-'l'/^]-4-;*>'V' 

1 8 

147 O-fl^'^i^ 138 mg i3:7K 3 mi. m HCI 3 mi ^;I3PX. 80 "CT? 17 P#F^m^ U 
MeOH. i^3i^/Vac— 7"y^^;bPX.. #btb^iiM^i^3i^yVai— t"/!^ 
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mm^. Ti^mi^m hci %*p;t. mmm^^ysi, ms.T-^m b loi mg <d i^-[5-(4-->^ p 

iy/l' V-l-Y /V)-4-(4-:7/U;^ n :7 3. - /W')^T /V-2-1' /^]-4-[(3,4- v?:^ 

=3fy-2-l: Kndf-i^s/jj; n:/i5'-l-:tV-l--i'/V')T5:y]^:/XT^ K :^®?4t^#fc„ 

HJfe^J 1 9 

19 8 (Dit^m 430 mg tC7X 15 mi. ^ HCI 15 ml ^-mx. 80 'CT* 3.5 ^^^^ 
UtCo 0 X^KH^mk. 7K 50 mi;!jP;t. ^Mm^Um.. i^ffTffcitU lOl mg 

HJflM 2 0 

14 9 O'fli'&ife) 100 mg. MeOH 5 ml c^^?-^}3:. 0 "CTyK'^it'^ "^^-f- VV 
A 24 mg %*Bx.^iiL-e-l DMF2ml %iPx. 1 P^^#. TK^'fli*: h y 

i^ 36 mg ^>t)n ^ $ (c: 1 miimW l^fCo ^Ji^M^ IM HCI aq {C?^ V ISfPNaHCOa 

aq t;iT^i^^T/^;^ y ttic o n ^j^/vA-eJiffl. ^aJi% Mgso4 x^^m L^fCo 

/VA.MeOH= 100 : 1 ~20 : 1) TJ|t$S ^ <D ^> O ^ EtOAc tJl^j^l^. 0.5M HCl-EtOAc 
iff ffi^^ SriS^ 73 mg (D N-[5-(4-iy ^ Vi^^ =7 ^^-X-^ /^)-4-(4- 

^jfe^y 2 1 

|IJ£M 14 1 (Dit^m 279 mg. 10ml H^^^^dTi^^^b h P 1.81 

g^m:k.. ummiJaWM^X^tCo -r/K IMNaOHaq. EtOAc. J^HCl ^ 

;tJPx.. ^bfca^Srit^. ^teT^it^. IMNaOHaq. MeOH ^;!jp^^^5|b. v^^i^ 
/Vrc—x^'^'CSfeJ^UfCo 0 'C^^SPTzK^fcil HCI Sr^P^. ^{Jji^^tt^. 138 mg (D 
N-[5-(4- iy^r^^^ i^/U fc"^ y i^-l--l' /^)-4-(4- y n :7 ai ::^/l/)^T >^*-/^-2-^ 
>'V]-4-(lH-7^ b 7 ^J—JV-S-^ ^>'U')^>'XT ^ K*#/Co 

|IJi^J2 2 

1 4 9 (Dit^m 0.15 g THF 10 ml (Zl^^^ii:. tK^^TJJIT b V ^5^^VT ^ 
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0.1 ml. i!' n n j^^pt f-jV 40 mg (O THF 2 ml ^|^^lrJi|ItJ:*Px.. ^?1L-C— Bfeii# L^o 

U^^WL^WM\^. EtOAc TjifflbySio ^^tb^^aii^ brine 

^ EtOAc h fBi-5riHlJ:oT N-[5-(4- i^^vi^^ i^/l^ 1^^ 7 i^-l-f 

^^^XT^ K0.12 g^#/c„ ^bttfc-fk-a-i^^EtOAc 5 ml JJlMy® ^ -^^ ^mTt-T 
0.4M HCl-EtOAc mm 0.6 ml ^*p-^-8fe^# ^ffi-f-S ^il. tiff's ^ t 

J; o T 11 5 mg © N-[5-(4- i^' ^ a ^ ^^E^ i^/V t"^ ^ i> >^-l --Y >'V)-4-(4- 7 yW:^ p 3: c^yW) 

HJSM 2 3 

14 9 (Dit^m O.IS g ^ THF 5 mi 7X?&Ti-T h ^i^^/l^T ^ > 

0.2ml. p«tJ'>'.:^7V*=>'V:J'l3^^ K35mgOTHF2ml^?g^|fJIIlJj:^JP;t. ^ifi-t? 3 ^ 
mW^X^f^o ^i^^m^mmx^s yK^Mx.. EtOAc-^ttmUfCo #fetLfc^^S^ brine 

ns^Hi^t: EtOAc-'^dE^i^:x^l'a'^3^;^>*bRh5^^•t-S C i: {j: J;oT N-[5-(4-->'^ 

v-/^ :-'-l-'l' /U')-4-(4- l^/V-;^ n :7 c::^/^)^^ /W2-^ /^]-4-(p< ^5? V;^^^ 
■7±:=.jl^T ^ y ^ ^71')-<>'XT 5 K 0.12 g S:#fi:„ ^hti.fc'lh^m^ EtOAc 5 ml JJl 
!S^^$-^> zk^Tx lMHCl-EtOAc^?^0.2 ml?Sr*P^— l!feai#Uyto *ftiii-'5@ft:^ 
^1 ^ {31J:oT 111 mg N-[5-(4-V^ C2^d{^S/7l't°^^i^>'-l-^ 
jV)-A-(A-y JV:^ n :7 rcc:^/W)^T >'W2-'l' /V]-4-(;?« ^ V::^/^^ :=^/VT ^ ^ ^ 'f'JV) 

^jfe^y 2 4 

16 8 (Z^^b-B-i^ 57 mg. f y i^i^ 2 ml ^^{C 0 *C{;i*3VNT*&-(k;^dE^ y g^^7« 

^^/v- 18 /zi sripx.. 0 'x:^^hmmzx 2 mmm^tco mB^rmm^^*'^. 

NaHCOa aq Sr*P;t. iJ' n a 4K/kAt;iTtttH. ^^M^ MgSO* T'^;^^. ^j^^ilcH^ 
-MeOH=100:l) J; !9 b^Co y t'/V^— 7"/Vtr;!jPx.. t^fliJ 
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MMm 2 5 

MMm 16 8 (Dit^mil mg.DMF 5 ra[(DmW^\^.^-/- h^i^zfn t';^-V^7l mg^ 
HOBt 120 mg. WSC-HCl 180 mg -^Mx., mWut^ h 50 °C\Z.X(0-< 29 B P^^# U/Co 
^T^^^®*^>I&?P NaHCOa aq ^;ljP;t. ^nn -^JVM^Xi^^.^mM^M^SOA 

nn5i>yl.A.MeOH=100 : 1~50 : l) teiTffiMbfdo $ btJlMeOH. IMHClaq ^Mx. 
fz.-^. ODS |.>/5;7^_ (O.OOIM HCl aq-MeOH=2 : 1~1 : 1) KXl^ 

NaHCOs aq ^;ftPx.. ^nu zl^yVAT-tttH b^to ^^M^ MgS04 

yT'n tVl^rn— X/V^*D;t. ^^l.fz.^mm^m.'SSi. 20mg(ON-[5-(4- 

HJ&M 2 6 

^Jfe^J 8 3 (0\\L-^m 1.00 g 15 ml Wm^im.\\:.^<'7 i^^J>^-^m (20 

mg <Z)N-[4-(4->'/V;^n 7 3z=.^l')-5-(l^^^ -^^-l-Y /^)^T >^—/U-2-^ /^]-2-^ h 

mmm 2 ? 

^m-g^J 2 6 (Dit^m 202 mg. ;^^;^7 y !J7 A 207 mg. DMF 15 ml mmm.K 0 "CT:^ 

fltiBi^tri^ V ^)Vti yJ>>^V2'^h^'7y^^ (^cin JK/VA.MeOH=300 : 0~ 
100:1) {Clj; !9|fMbfCo ^ c^^(^% EtOAc J^^^U 0.5MHCl-EtOAc^?^^;(3P;t. 
ff tH#>^it^> 165 mg (O N-[5-(4-T V JV'if^'p JV)-A-iA--y a^=^;V)^ 
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MMm 2 8 

5 6 (Dih-^i^ 178 mg (D ^ n n 7Jn/VA 4 ml ^^^{e:7Ky^T vor^ G 
(mCPBA) POmg^Aq;!. ^?fiT'— BfeJi^^li bfco MeOH> P NaHCOa aq. i^oP/^. 
/i^A^JPx.^ :^^#l^^t*bf^l©t>^ ^{^c^^^J^y^i^T*^^tbbfc„ MgS04 TlHit^. ^ 
J^^^J£W*Us ttbttfcaai^v-y ;&^V^;^^^:^'G-7 

A-MeOH=300 : 1 — 100 : 1) KX^^U\^1t.o :L(Dh(D^ EtOAc IClil^L. 0.5M 
na-BVOAcW^^M^. mmm^WMX.. N-[4-(4-j}'nia-2-^:3^:=i/V)-5-(l-:^df-'>K^ 

Ulife^WJ 2 9 

7 5 <D\\:-^^Q 185 mg 4 ml ^?^{Cljgm'fb7K^7jC(30%) 100 ju I 

ifeS#bfc„ t&^NaHCOaaq. IMNaOHaq. lMHaaq%*n;t^ ^Cfctti^ 
^^SSl b/Co :i O ^1 CD ^31 iJ' n n :^7^iN , MeOH -^M X.^MVfc<D "blSf P NaHCOs aq ^ 

^^^!^ ;!&y/^;i?7^AjJ' 13-=? h^7:7-<^ (:^^ nn7f;/VA-MeOH=300 : 1~100 : l) \z 
X V UfCo ^<D-h(D^ EtOAc L . 0.5M HCl-EtOAc mm^MK.. 

^tSlb. N-{4-(4-i^ n n f=-;t:7 3i>'-2-t'/V)-5-[4-(l-;e-=¥i>' K^:r^/^:ii^ V . 
y y /l'}-2-;^ h zSr i,'^ y ^ 3 i^r 5 K ^^it 47 mg ^#/Co 

^ Wll 3 0 

4 1 (Oit^m 268. mg. f P 8 ml <^^a(-s #%^!) 12 7 <Dit^m 241 mg 

;l:;!)n;tx -25'CT:^=¥e^4^'ftiy V72 Aii^;!jB;t. ^mi2:#?a^ 1.5 ^P^^^bfCo SiiS: 

ci-e (iJ' n n;i}N;^A-MeOH=200 : 1~100 : 1) tCT)^]^b. 

w<Dt><D^ EtOAc tC^^^. O.IM HCl-EtOAc^^^^;?}P;t, ^ffli^^^Sl^b. 137 mg 
©3_^ o n-N-[4-(4-:^ a t3^:^:73i>'-2-^y'V)-5-(4--'>':i' n^^WVfc'^^i^V-l-^l'/'V') 
^T>^WW-2-^/V]-4-(2,3-i;'t Kndfv^:^o;^fdf-i/)^^'XT^ K mM^^^^l^o 
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mmms i 

MMM 2 4 4 (D^t-^m 132 mg^ MeOH 5 ml (D^^M^. BM:^ P ^7 A 61 mg ^iPx.^ 

brine t??5fer^b> W^ir Y )) ^ J-^-^n'^X^tLo ^iStr^tJBE||*^^ #b 

50:1) JeiT^tMU :i(D'h<D^EVOAc},Z.^fm. ClMHCl-EtOAc^^^^Bx.. ^^tH 
m^W.'^ b> 77 mg N-[4-(4-^ ci a 5^;^-:7 ^ V-2--r /^)-5-(4-^'j5^ i^ii^^i^jUl^^^ 
^'-l-^ /V)^T >'W2-^ yV]-4-(2- 1 K C3 ^ i^'oi h v'^S-^ ^XT 5: K 

mmm s 2 

HJfeM 5 6 (D^h^^ 255 mg n n jJs/l^A 10 ml mCPBA303 mg ^Mk.^ ^ 

fi-^3 0W^#U;feo MeOH. ^fBNaHCOa aq. ^ n ^^i^^^t* 

^^S^v^y h^7 7>f — (^^^7l^y^A-MeOH=300 : 1) {ilj: «9 

J^MbfCo r(^t><^SrEtOAc (JlMbs 0.5M HCl-EtOAc^^^^^JbP;t. tlftfl#»Sr^^ffil 

jvyi-:^ h^arWy^a^VT^: K 130 mg ^#/Co 

Hife^J 3 3 

HM^J 2 10 (D^t^S^ 0.35 g. DMF 15 ml Wm\^^^X\ h V ^^)VT % V 0.2 ml. 

i>ya^=:-)V7^7.y>(j'7aLxi-^^^yim%^ v^!>i^ 13 mg ^iP;t. —^mcM 

^jy^i^-^-^V^yy-i^ (^nn;J?/^A.MeOH=100:0~98 :2) te: J; t) *S3^Uyh„ 
;::<75^<??Sr McOH 5 mi \ZM%\^. 4M HCl-EtOAc^?^0.1 ml %;bDx.. ^ffffli^Sr^t^. 
102mg<^N-[4-(4-:i' n n-2-^^^/V)-5-(4-iX:{7 n^^i//m°^^ t^V-l-^/V)^Ty— 
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MMm 3 4 

mmm 2 13 (Dit^m 0.27 vv -^jv-^vi^m 10 mi m-m\^m^-x:^ ^i^^ 

/v-<:/if>'0.36g^>!]Dx.. ^?1.T*6 ereSI^UfCo ^i3ET^^^W*#. 7j<Sr;!JD;t> 

-MeOH=100 : 0~97 : 3) Jd J: ?) Uyto ro^jt^)^ EtOAc 5 ml tc^j^b^ IM 
HCl-EtOAc 0.47 ml ^^Px.> =Wtti#^^^i5l^ 148 mg N-[4-(4-tJ^ n n.2-^3i:^ 

HJfeM 3 5 

2 17 (Dit^m 0.30 g, MeOH 5 ml M HCl 2.0 ml SrAP;t. 70 "C 

-C 3 0M^#bfCo mU^X'M^l^. ^mm^m'm. 122 mg <D 4-T5y-3-j}'nn 
-N-[4-(4-i> n n-2-^^::^7l')-5-(4-i/:^7 P^=¥ V/Hf^^ i^^-l-l'/^)^^^'— yV-2-^ 

^JS^aj 3 6 

MMM 5 (D^t^!^ 350 mg fc, DMF 5 ml. H'^V 1^^:^-4-4 ^l-Wf^ :iu'^jVzr.:^=7^ jv 
0.5 ml. h y ^^/l^T 5 1.0 ml ^;!jPx. SO'CfJlT 8.5 ^M^#brc„ ^^Sl^^g^feU. 
7X 40 ml ^*Bx.. ^ n P :^>AJJ:Tttai Us brine -Tfgfe^^ bfc^. ^5iE^':^ h y 

l>A-e^M. ^I^^W*b/Co :it^1><Z5fc:EtOH10ml ^;?JD;t^^b. ^t^-C IMNaOH 
aq 0.5 ml ^MTLWmLX 2 0 MS#Ufc©*>, IM NaOH aq 0.5 ml ^1Si^7Am.\Z.X 5 

mmm.¥^vtco s/s^t-^st? imhci aq 3 mi ^jp;t uth < Us mm i^tcmw 

^mi^. ^Mrf-^ ^Lti^X^X 5Smg (D[l-(3-i> n n-5-{[4-(4-i^ n ti.2-^^::^jU).5-i4- 

iy^ti v^/u tf-< y v?>'-i-i' yv)9^T /V-2-Y /^];^7 /w^^^ /v}.2- tr y i^/W').4- 

mmm 3 7 

HJfe^js 5 6(^'fb-&iiJ272mgt3:. THFlOml. 1,4--:^:^'¥1^> 10 ml. ->Ti^m:«7y 
'^M. 50.5 mg. IMHCl 0.5 ml ^>!JP^. 40 X^X 5 80 'CT 13 ^mmWl^f^"^. ^ 
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la-e lMHC12ml^*P;t. 80 X^X- 10 ^mm¥hfCo ^M=lr^^iEM5feU #bnfca 
SJJllSfO NaHC03 aq 40 ml ^Mx.. ^vlu 2}>/VJ^-etttH brine bfc 

h^7:7>r— ( ^nct7jN7l'A-MeOH=5 : 1~1 : 1) tCT^fj^LfCo .-<^^><^tr MeOH 
60 ml, n d4^/VA 80mK l,4--i^;:^^f->' 10 mU^^i^l U 4M HCl-EtOAc 4 ml ^;!JH 
X. bJi ^3 < L/cCO.*,.^^^^J£W*. ^J:^^)Vz^-'T)VX:W^ 102 mg <^ 4-(3- 
n n-5-{[4-(4-:^ n ta -2-^31 :=:/l')-5-(4-->':^ n^dE^->/Vt°^7i?V-l-</^)^Ty— 

HJfeM 3 8 

HJg^J 3 3 1 (OKC^m 1.20 g. THF 40 ml <J^^^\C^ Y U =^^J\^r % 1.29 ml ^AP 
7KJ^T h y •yj\^:tX2mm7^i^ 0.57 ml ^;!30^. 3 0 mu¥^\^f^o 

^m^Wl&m^X^. t&?BNaHC03aq^*P^:fe^. ^ n n :!Jn/^ A-MeOH (7:3) tClTtt 

brine -e^^g^^jfe^b. mm- V V e7A"e^i^U:^o ^^Sri^JEW*^, 
fca^S^ixy :*<J^/l^:^7Ai^t3^ (^=^r1^>'-EtOAc=6 : 1~1 : K 

i^>^-'raF=l : 1~0 : 1) iJlXJ^Ms n n>}N/V-fc.-C^fci#hb. 882 mg <D 5- 

^ p n.N-[4-(4-^ n P 9^:^:7 on :/-2-^/V)-5-(4-iX:i' n^=aE^i>'>'Vt°-<7>^i^-l-^/V')^ 

5 120mg ^ THF-MeOH {Cl^^S^-lir, 0.1MHCl-EtOAc^?^%Jn:t, ^^K^?^ 
JEW*, BtOK-''J^'^/V^^'rJl'^l3U:^^m<^^^y5L. 106 mg <^ S-;?' n n-N-[4-(4- 
^ d n 31 i/-2-^ >'l')-5-(4-i/ ^ n t:°^^ e;?;x-l->f /^)^T y — >'V-2-^ 

^Jfe^ll 3 9 

1 6 (Dit-^m 300 mg. THF 6 ml N-p< 'J-zV^/Vt^ V 56 nl ^iP 

x.> -15 x:izx^uu^M4 y^'f'/ueo jxi^M^i^mWiP^Ltio :L<Dh(D\Zyi^ 

>'P^/l^:^>r^ K219mg, THF 4 ml <DW-WK. TK^-fk-t" h y !:7i^74mg ^iP;t^mT 

immmwvtcmmmi^MPi. mm^xi^ms so "ckx 20 mmmp^i-f^o R^^m 

^^?i.*t??^*PU ^tfclb:^c@^^^^®i. THFie:Ti!fc?^bfc^. i^y AiJ' 
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n-^hr/y^^'— p n j^/^A-MeOH=100 : 0~5 : 1) \Z.X'^M\^tio r<^^<^^ 
EtOH (ClM^-^^. 0.4M HCl-EtOAc^l^^iPx.^ tffaJ^^^i^^ 119 mg CO 5-^ n D 
_N-[4-(4-i:7 D t2 ^^^-7 31 :/-2-l' /V)-5-(4-iX^ n 7 l^-l-^ /l^)^T V— 

mmm4 0 

MMM 1 6 (D^t-^m 300 mg. THF 6 ml (^^^(^:> N-^ '^/V^/V/Jn y V 56 ju 1 ^;!JP 

X.. -i5.'ctc-c^nD^'^^y>^^>'V6o Ml ^>!jnx. 1.5 ^rsiii^bfco i<^t><^i-, 

p« ^ :yT K K 96 mg-THF 4 ml fiX>:^ n [5.4.0]-7- ![> >y^± V 

348 M 1 ^-m^^mrF 19 B#F^> 50'C{;:T 2 0 LfCo KJ^?^i^l^fP NaHC03 aq ^ 

*Px.fc^. EtOAc (eiTttW. brine T'^aS ^1^1^ U M^i- h V ^ J^^X^^mi^tio M 

-THF=2 : 1~0 : 1) l^X'^M^. ^h\Z.^y^) J>^^ n-^ V'^'y-y (iJ'n 

n /}N7^is..MeOH=100 : 0~100 : 3) \^X^M bfCo ;i<^^i<D^^nn 7js/PA-EtOH 
W^^^. O.lMHCl-BtOAc^^^iPx.^ ^IS^J^JBEg*. EtOH-i^^^/V^— 
Jt)PxLt)f fcU^l^^^tSJs 30 mg 5-i^ n n .N-[4-(4-i^ n n 5^::e-:7 a: >'-2-'r .'l')-5-(4-i/i^ 
^^y;X''d^'7 v-l-r /W)^T /V-2->f /^]-6-(4-(3-[2-(^ l>^:^)Vy ir^Jf^^-i % J ) 

%m,mA 1 

HJfe^J 1 6 (Dib-^m(D THF (0.0856 mM) 1.8 ml iZ, i^/V=i i^>'^9^/Vrc^x 
/V- iggfig 70 mg^ PS-DCC (1.35 mmol/g) 342 mg. HOBt <D THF (0.77 mM) 0.2 ml^ 

h y :x.^juT ^ 60 M 1 ^;!JP;t> M"e— 8fe^# bfc, SJS^^tJ: thf 2 mi. ps-f y 

->r^— h (1.25 mmol/g) 370 mg. PS-MJ;^T5:V (3.75mmoyg) 205mg?r*P;tx 

h^yy^f — (^ 13 ciJ}^>'VA-MeOH=99: 1~97:3) "CJlti^UfCo ;i<DtOSrEtOAc 
2inl(C^^U ^?i.-e4MHCl-EtOAclml^JP;t> 15 i^mmWV. bfc@#:^ii 
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^L^o ^<^5^(7?trEtOH2ml{C^§^b. IMNaOHaq 0.2 ml ^>!jqx.> 50 X^-r* 

l60:^W:W\^fc(Dib. Mm.X- IM HCl aq 0.6 ml ^J3U^—m.W:W\.fz.'^. ^ff ttl Ufcgl-f*: 
^^t^b^ 49 mg ©[{[l-CS-rJ' n p-5-{[4-(4-:^^ P p.2-^3i^yV).5.(4-V^ t3^d{-i^/Hf 

^Jfe^«j4 2 

HJfe^j 1 6 (D'fk'^^J© THF (0.0856 mM) 1.8 ml Ic, ^^I^tJk U V 39 mg, PS-DCC 
(l.35mmol/g) 342 mg. HOBt O THF 1^^^ (0.77 mM) 0.2 ml ^APx.> ^?i.T*— 
#b;feo Si;£^?^(3:THF2ml> ?S-^ yi^Ti-^h (l.25imnol/g) 370 mg, PS-hV^^T 
5:/ (3.75mmoyg) 205mg^APx.. ^tST? 1 ^P^^#bfCo K^&fl-^^I^^til b. # 
fj^fc^S^^^y h^7:7^'— (^ a n;^;/lxi=,.MeOH=99 : 1~ 

97 : 3) T*i»^ b:feo O ^ EtOAc 2 ml \C^m b. ^m*^ 4M HCl-EtOAc 1 ml ^ 
;!)P;t, 15i>^^^b. ^m\^fcmPf^W.m.l.. 84 mg<D5-i5'nn-N-[4-(4-i5'nci5=-;t 
7 V-2-Y >'V)-5-(4-i>'^ C2 ^^ar-^yl^fc"^^ i^>'-l-^ >'V')5=-T /l^-2-'l' /^]-6-[4-(^/^ 

^tl^tl. /AcOH : mmm. ; /TFA : N V ng^^^S : /free : 7 y ; ^^i") . 

R\ R^, R^, R°, R\ R^ R°, R", R' : —^^^(DWM^ (nPen : y /V-x'/l^^ cPen : 

iX:^^ vinyl : naph : i-yf-^l^. Ms : ^ ^-J^/V^^i^/V, oxo : ;^ 

. Py : f y e^yv, pra : ^7 ^I'-S-l'yV', ttrz : X h 7 ^ — /I'-S-^ bimid : ^ 
V>^>f 5 yV-l-^^K oxido : K\ di ^IJ^ tri : -^tL-^tLv^S-ZJ? h P ( 2o 
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(^1 1) 



o 



H 

-N 



Ex 




Li/CllCI 


1 


R^:4-cyano-Pn ; R :4-F'rn ; K .4-cJiex-pipa 




2 


R :2-MeO-4-py ; R :5-Ci-2-The ; R .4-cHex-pipa 


Dlo. 


3 


R :2-MeO-4-py ; R :5-Cl-2-The ; K .4-nrr-pipe 


Ann 


4 


R .3-Cl-4-HO(CH2j20-rh ; R .4-r-rn , K .4-cii.ex-pipa 


Djy. 


5/free 


R'^iS.d-diCl-S-py ; R^:4-Cl-2-The ; R'^:4-cHex-pipa 


556. 


6 


R'^iS-Cl-e-HO-S-py ; R^:4-Cl-2-The ; R^:4-cHex-pipa 


538. 


T/TFA 


R'^:3-Cl-4-HOCH2CH(Me)0-Ph ; R'':4-Cl-2-The ; R"=:4-cHex-pipa 


595. 


8 


R'^:3-F-4-HO-Ph ; R'*:4-Cl-2-The ; R*^:4-cHex-pipa 


521. 


9 


R^:3-Cl-4-HO(CH2)20-Ph ; R^:4-Cl-2-The ; R^:4-cHex-pipa 


581. 


10/AcOH 


R^:2-MeO-4-py ; R^:4-Cl-2-The ; R'^ipipa 


436. 


11 


R'^:2-MeO-4-py ; R^:2-The ; R^:4-cHex-pipa 


484. 


12 


R'^:5-Cl-6-HO(CH2)20-3-py ; R^:4-Cl-2-The ; R^:4-cHex-pipa 


582. 


13/free 


R'^:5-Cl-6-(4-CEt02C)-pipe)-3-py ; R'':4-Cl-2-The ; R^:4-cHex-pipa 


677. 


14 


R'^:2-MeO-4-py ; R^:4-Cl-2-The ; R^:4-Bn-pipa 


526. 


15 


R^4-H2NCH2-Ph ; R'':4-Cl-2-The ; R'^:4-cHex-pipa 


516. 


16 


R'^:5-Cl-6-(4-(H02C)-pipe)-3-py ; R'*:4-Cl-2-The ; R^:4-cHex-pipa 


649. 


17 


R'^:4-((H2NOC>CH2)-Ph ; R^:4-F-Ph ; R^:4-cHex-pipa 


522. 


18 

* 


rA; .O ; R^:4-F-Ph ; R°:4-cHex-pipa 


576. 


19 


R'^:2,3-diHO-quinoxalin-6-yl ; R^:4-F-Ph ; R^:4-cHex-pipa 


549. 


20 


R'^:4-HOCH2-Ph ; R^:4-F-Ph ; R^:4-cHex-pipa 


495. 


21/free 


R'^:4-(ttrz-CH2)-Ph ; R^:4-F-Ph ; R^:4-cHex-pipa 


547. 


22 


R'^:4-((Me02C)-HNCH2)-Ph ; R^:4-F-Ph ; R^:4-cHex-pipa 


552. 


23 


R'^:4-MsHNCH2-Ph ; R":4-F-Ph ; R^:4-cHex-pipa 


572. 


24/free 


R'^:4-((Me02C)-OCHN)-Ph ; R^:4-F-Ph ; R^:4-cHex-pipa 


566. 


25/free 


R^4-(MeO(CH2)2-(OCHN)VPh ; R'':4-F-Ph ; R^:4-cHex-pipa 


566. 


26 


R'^:2-MeO-4-py ; R^:4-F-Ph ; R'^ipipa 


414. 


27 


R^:2-MeO-4-py ; R^:4-F-Pli ; R^:4-allyl-pipa 


454. 


28 


R'^:2-MeO-4-py ; R^:4-Cl-2-The ; R^:l-oxido-tmor 


469. 


29 


R'^:2-MeO-4-py ; R^:4-Cl-2-The ; R'^:4-(l-oxido-tmor)-pipe 


552. 


30 


R'^:3-Cl-4-(HOCH2CH(OH)CH20)-Ph ; R^:4-Cl-2-'The ; 
R'^:4-cHex-pipa 


611. 
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(^1 im^) 



Ex 


R'^ ; ; R^ 


Data 


31 


R'^:3-Me-4-HOrCH2)20-Ph ; R^:4-Cl-2-The ; R^:4-cHex-pipa 


561. 


32 


R'^:2-MeO-4-py ; R'*:4-Cl-2-The ; R'^ilJ-dioxido-tmor 


"485. 


33 


R'^:2-Me02C-quinolin-6-yl ; R^:4-Cl-2-The ; R^:4-cHex-pipa 


595. 


34 


R'^:7-HO-aiimolin-3-Yl : R^:4-Cl-2-The ; R^:4-cHex-pipa 


554. 


35 


R^:3-Cl-4-H2N-Pli ; R^:4-Cl-2-The ; R^:4-cHex-pipa 


536. 


36 


R'':5-Cl-6-(4-((H02C)-CH2)-pipe)-3-py ; R^:4-Cl-2-The ; 

R :4-cHex-pipa 


663. 


37 


R^:5-Cl-6-(4-(H2NOC)-pipa)-3-py ; R^:4-Cl-2-The ; R^:4-cHex-pipa 


649. 


38 


R'^:5-Cl-6-(4-cyano-pipe)-3~py ; R":4-Cl-2-The ; R^:4-cHex-pipa 


630. 


39 


R^-^ n-f?-^4-nV/r«?TTlsJ-Or'^-riine'i-3-ov ' R°*4-Cl-2-The : 
R^:4-cHex-pipa 


726. 


40 


" ^ — ^ NMs 

R'^:4-cHex-pipa 


878. 


41 


R'^:5-Cl-6-(4-((H02C)-CH2-(Me)NOC)-pipe)-3-py ; R^:4-Cl-2-Th.e ; 
R^:4-cHex-pipa 


720. 


42 


R'^:5-Cl-6-(4-Cmor-OCVpipeV3-py ; R^:4-Cl-2-The ; R^:4-cHex-pipa 


718. 



(^1 2) 




Ex 


R'^ 


R^ 


R^ 


MS 


Syn 


43 


3,5-diMeO-Ph 


4-F-Ph 


-N(Me)((CH2)20Me) 


446. 


2 


44 


3,5-diMeO-Ph 


4-F-Ph 


-N(Me)((CH2)2NMe2) 


459. 


2 


45 


3.5-diMeO-Ph 


4-F-Ph 


.N(Me)((CH2)3NMe2) 


473. 


2 


46 


3,5-diMeO-Ph 


4-F-Ph 


-N(Me)((CH2)2N(Me)(cHex)) 


527. 


2 


47 


3,5-diMeO-Ph 


4-F-Ph 


-N(Me)((CH2)2-pipe) 


499. 


2 


48 


2-MeO-4-py 


4-Cl-2-The 


-N(MeX('CH2)3-mor) 


508. 


5 


49 


2-MeO-4-py 


4-Cl-2-The 


-N(Me)(l-nBu-pyrroIidin-3-yl) 


506. 


5 


50 


2-MeO-4-py 


4-Cl-2-The 


-N(Me)(l -nBu-piperidin-4-yl) 


520. 


5 


51 


2-MeO-4-py 


4-Cl-2-The 


-N(Me)(quinuclidin-3 -yl) 


490. 


5 


52 


2-MeO-4-py 


4-Cl-2-The 


-N('cHex)C(CH2)2-mor) 


562. 


5 
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Ex 








MS 


Syn 


53 


2-MeO-4-py 


4-F-Ph 


imid 


396. 


2 


54 


2-MeO-4-py 


4-F-Ph 


4-Ph-imid 


472. 


2 


55 


2-MeO-4-py 


4-F-Ph 


3-pipe-azet 


468. 


2 


56 


2-MeO-4-py 


4-CI-2-The 


tmor 


453. 


5 


57 


2-MeO-4-py 


4-Cl-2-The 


3 -(4-iiPr-pipe)-azet 


532. 


5 


58 


quinolin-6-yl 


4-Cl-2-The 


mor 


457. 


5 



(^14) 




O 



Ex 






R° 


MS 


Syn 


59 


2-MeO-4-py 


4-F-Ph 


4-iiPr 


455. 


3 


60 


2-MeO-4-py 


4-F-Ph 


4-iiPrO 


471. 


3 


61 


2-MeO-4-py 


4-F-Ph 


4-mor 


498. 


2 


62 


2-MeO-4-py 


4-F-Ph 


4-Ph-4-AcHN 


MM;545. 


3 


63 


qTiinolin-6-yl 


4-F-Ph 


4-iiPr 


475. 


2 


64 


3-F-4-HO-Ph 


4-Cl-2-The 


4-nPr 


480. 


8 


65/free 


3.F-4-MeOCH20- 
Ph 


4-Cl-2-The 


4-nPr 


524. 


'5 


66 


2-MeO-4-py 


4-Cl-2-The 


4-nPr 


477. 


5 


67 


quinolm-6-yl 


4-Cl-2-The 


4-nPr 


497. 


5 


68 


2-MeO-4-py 


4-Cl-2-The 


2-((Me2N)-CH2) 


492. 


5 


69 


2-MeO-4-py 


4-Cl-2-The 


3-((Me2N)-CH2) 


492. 


5 


70 


2-MeO-4-py 


4-Cl-2-The 


4-(Me)(nPr)N 


506. 


5 


71 


2-MeO-4-py 


4-Cl-2-The 


4-(Me)(cHex)N 


546. 


5 


72 


2-MeO-4-py 


4-Cl-2-The 


4-(Me)((F3C)-CH2)N 


546. 


5 


73 


2-MeO-4-py 


4-Cl-2-The 


4-(Me)((F3C)-(CH2)2)N 


560. 


5 


74 


2-MeO-4-py 


4-Cl-2-The 


4-mor 


520. 


5 


75 


2-MeO-4-py 


4-Cl-2-The 


4-tmor 


536. 


5 


76 


2-MeO-4-py 


4-Cl-2-The 


4-pipe 


518. 


5 


77/free 


5,6-diCl-3-py 


4-Cl-2-The 


4-pipe 


556,558. 


5 


78/free 


5,6-diCl-3-py 


4-a-2-The 


4-(3-F-pyrr) 


560. 


5 


79 


quinoIin-6-yl 


5-CI-2-nie 


4-nPr 


497. 


3 


80 


quinoliii-6-yl 


5-Cl-2-The 




495. 


3 
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o 
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(^1 5) 




Ex 


K 




In 


MS 

IVIW 


Svn 


81 /free 


2-MeO-4-py 


4-r-rIl 




472 


16 


82/Tree 


2-MeO-4-py 


4-r -r n 


A /'^^t^^p^ r'PT**'^ 

4-\^^XlIW2^-' ) ^^2) 




27 


83 


2-MeO-4-py 


4-r-rn 








84 


2-MeO-4-py 


4-r-rn 


4- v,cyaiio - v-xri2 j 


iVXiV 1 J ^ . 


27 


85 


2-MeO-4-py 


4-r-rn 


4-tCMe2JN>ccri2J2J 


^o«^ ♦ 


27 


86 


2"MeO-4-py 


4-r-rn 


^trans j-z,D -Qiiyic-H--njc> u 






87 


2-MeO-4-py 


4-d-2-lne 


3-oxo 






88 


2-MeO-4-py 


4-d-2-lne 


4-IIrr 


47 R 




89 


2-MeO-4-py 


4-d-2- Ine 


4-ILdU 


409 


14 


90 


2-MeO-4-py 


4-Cl-2-The 


(3R*,5S*)-3,5-diMe-4-nPr 


506. 


5 


91 /free 


2-MeO-4-py 


4-Ci-2-Tne 


4-vCJnLU2^J-^tl2) 




LKJ 


92 


2-MeO-4-py 


4-Cl'2-The 


4-((Et02C)-CH2) 


522. 


14 


93 


2-MeO-4-py 


4-Cl-2-The 


4-((Me2iSIUC)-CH2) 


jZi. 


ZD 


94 


2-MeO-4-py 


4-Cl-2-The 


4-((pipe-OC)-CH2) 


DOl. 


ZD 


95 


2-MeO-4-py 


4-Cl-2-The 


4-((2-pyVCH2) 


527. 


14 




2-Jvieu-4-py 




^"WA" X lie J^K^XX^J 


532. 


14 


97 


2-MeO-4-py 


4-Cl-2-The 


4-C(2-oxo-pyn:)-(CH2)2) 


547- 


27 


98 


2-MeO-4-py 


4-Cl-2-The 


4-cPen 


504. 


14 


99 


2-MeO-4-py 


4-Cl-2-The 


4-(4-Et-cHex) 


546. 


14 


100 


2-MeO-4-py 


4-Cl-2-The 


4-cHept 


532. 


5 


101 


2-MeO-4-py 


4-Cl-2-The 


4-(allyl-02Q 


519. 


5 


102 


2-MeO-4-py 


4-Cl-2-The 


4-(tetrahydro-2H-pyran-4-y 

n 


520. 


14 


103 


3-Cl-4-HO(C 
H2)20-Ph 


4-Cl-2-The 


4-iiPr 


541. 


9 


104/free 


5,6-diCl-3-py 


4-Cl-2-The 


4-nPr 


516. 


5 


105 


5-Cl-6-HO(C 
H2)2HN-3-py 


4-Cl-2-The 


4-nPr 


541. 


13 



wo 03/062233 
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(^16) 




Ex 






MS 


Syn 


106 


2-MeO-4-py 


3-F3C-Ph 


546. 


5 


107 


2-MeO-4-py 


4-F3C-Ph 


546. 


2 


108 


2-MeO-4-py 


4-H02C-Ph 


522. 


16 


109 


2-MeO-4-py 


4-H2NOC-Ph 


521. 


17 


110 


2-MeO-4-py 


3-cyano-Ph 


503. 


5 


111 


2-MeO-4-py 


4-cyano-Ph 


503. 


2 


112 


2'MeO-4-py 


4-Me2N-Ph 


521. 


2 


113 


2-MeO-4-py 


4-02N-Ph 


523. 


2 


114/free 


5,6-diCl-3-py 


3-Cl-Ph 


550. 


5 


115/free 


5,6-diCl"3-py 


S-FsC-Ph 


584. 


5 


116 


2-MeO-4-py 


5-Me-2-Fur 


482. 


2 


117 


2-MeO-4-py 


3-F-2-llie 


502. 


5 


118 


2-MeO-4-py 


4-F-2-The 


502. 


5 


119 


2-MeO-4-py 


5-F-2-The 


502. 


5 


120 


2-MeO-4-py 


3-Cl-2-The 


518. 


5 


121 


3-F-4-HO-Ph 


5-Cl-2-The 


521. 


8 


122/free 


3.F.4-MeOCH20-Ph 


5-Cl-2-The 




5 


123 


3.F-4-MeO(CH2)20-Ph 


5-Cl-2-The 


579. 


3 


124 


3,5-diF-4-MeO(CH2)20-Ph 


5-Cl-2-The 


597. 


3 


125 


3-Cl-4-HO(CH2)20-Ph 


5-Cl-2-The 


581. 


9 


126 


3-Cl-4-MeO(CH2)20-Ph 


5-Cl-2-The 


595. 


3 


127/free 


3^CM-TBSO(CH2)20-Ph 


5-Cl-2-The 


695. 


5 


128 


2'Cl-6-Me-4"py 


5-Cl-2-The 


536. 


3 


129 


2-Cl-6-MeO-4-py 


5-Cl-2-The 


552. 


3 


130 


5-MeO-3-py 


5-Cl-2-The 


518. 


3 


131 


2-MeO-6-Me-4-py 


5-Cl-2-The 


532. 


3 


132/free 


2,6-diMeO-pyriinidin-4-yl 


5-Cl-2-The 


549. 


3 


133 


quinolin-6-yl 


5-Cl-2-The 


538. 


3 


134 


2-MeO-4-py 


5-Cl-3-The 


518. 


5 


135 


2'MeO-4-py 


4-Br-2-The 


562,564. 


5 


136 


2-MeO-4-py 


5-Br-2-The 


562.564. 


2 


137 


2'MeO-4-py 


4-F-5-Cl-2-The 


536. 


5 


138 


2-MeO-4-py 


4,5-diCl-2-The 


552. 


5 


139 


2-MeO-4-py 


4-Me-2-The - 


498. 


5 


140 


2-MeO-4-py 


5-Me-2-The 


498. 


2 
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(^1 7) 



a 



Fv 




MS 


Syn 

... J 


141 




504. 


2 


149 




523. 


16 




"T—^^Xi vy2^/ ^*'-*'2,/ Jt: li 


523. 


16 


144 




537. 


5 


14^ 


4-^'nVfeOoC^-CHo'i-Ph 


537. 


5 


14R 


^-rrHoNOr'^-ClHo'^-Ph 


522. 


17 


147 


^^1 — 

}-H OEt 


604. 


2 


148/free 


4-AcOCH2-Ph 


537. 


2 


149 


4-H2NCH2-Ph 


494. 


15 


150 


4-AcHNCH2-Ph " 


536. 


2 


151/free 


4-BocHNCH2-Ph 


594. 


2 


152 


4-((H2NOC)-HNCH2)-Ph 


537. 


2 


153 


4-((H2N02S)-HNCH2)-Ph 


573. 


2 


154 


4-HO-3-(mor-CH2)-Ph 


580. 


2 


155 


4-((2-oxo-pyrr)-CH2)-Ph 


562. 


2 


156 


4-(cyano-(CH2')2)-Ph 


518. 


5 


157 


4-((E)-2-cyanovmyl)-Ph 


516. 


5 


158 


3-F-4-F3C-Ph 


551. 


1 


159 


3-F-4-C(Me2lSr)-CH2)-Ph 


540. 


2 


160 


3-cyano-Ph 


490. 


1 


161 


3-Cl-4-((H02C)-CH20)-Ph 


573. 


16 


162 


3.Cl-4-((Me02C)-CH20)-Ph 


587. 


2 


163 


3-Cl-4-MeO(CH2)20-Ph 


573. 


2 


164 


3-F-4-((Me2N)-(CH2)20)-Ph 


540. 


2 


165 


4-PhO-Ph 


557. 


2 


166 


4-(4-HO-PhO)-Ph 


573. 


8 


167/free 


4-(4-MeOCH20-PhO)-Ph 


617. 


5 


168/free 


4-H2N-Ph 


480. 


9 


169/free 


4-BocHN-Ph 


580. 


2 


170 


4-MsHN-Ph 


558. 


2 
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Ex 


R 


Mo 


Syn 


171 


4-((H02C)-CH2HN)-Ph 


538. 


16 


172/free 


4-((Et02C)-CH2HN)-Ph 


566. 


14 


173/free 


4-(MeOCH2-(OCHN))-Ph 


552. 


24 


174 


4-((H02C)-(OCHN))-Ph 


552. 


16 


175 


4-mor-Ph 


550. 


5 


176 


4-pipa-Ph 


549. 


15 


177 


4-(4-Me-pipa>Ph 


563. 


14 


178 


4-(4-Ac-pipa)-Ph 


591. 


5 


179/free 


4-(4-Boc-pipa)-Pli 


649. 


5 


180/free 


4-H03S-Ph 


545. 


2 


181 


2-naph 


515. 


1 


182 


6-HO-2-naph 


531. 


2 


183/free 


5,6.diCl-3-py 


534. 


5 


184 


1 ,3-l3eiizodioxolan-5-yl 


509. 


1 


185 


3 -oxo-3 ,4-dihydro-2H- 1 ,4-benzoxazin-7-yl 


536. 


5 


186/free 


lH-indol-5-yl 


MM;503. 


2 


187 


2-Me-isomdolin-5-yl 


520. 


2 


188 


5-bimid 


505. 


2 


189 


quinolin-2-yl 


516. 


2 


190 


quinolm-3-yl 


516. 


2 


191 


quinolin-4-yl 


516. 


5 


192 


qiimolin-6-yl 


516. 


2 


193 


qiiinolin-7-yl 


516. 


5 


194 


2-HO-quinolin-6-yl 


532. 


2 


195 


2-MeO-q\xinolin-6-yl 


546. 


5 


196 


isoquinolin-3-yl 


516. 


2 


197 


isoquinolin-7-yl 


516. 


5 


198/free 


2,3-diBnO-quinoxaliii-6-yl 


729. 


5 


199 


imidazo[ 1 ,2-a]pyridin-6-yl 


505. 


2 



(^1 8) 




Ex 




MS 


Syn 


200 


5-Me-l-HO(CH2)3-pra 


549. 


9 


201 /free 


5-Me-l-TBSO(CH2)3-pra 


663. 


5 
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(^1 8^#) 



1— 

Ex 


K 


IVIw 


Svn 

vjy 1 1 


202 


3 -oxo-3 ,4-amyclro-2rl- 1 ,4-Den20xa2iu- 1 -y i 


^ >J o ■ 


5 


203 


2-0X0-2,3 -dihyaroDenzoxazoi-D-yi 




5 


204 


2-0X0-2,3 -dihydrobenzoxazol-6-yl 


S44 




205 


2-oxo-3-HO(CH2)2'2,3-ainyQrobenzoxazoi-o-yi 


^oo. 


Q 

y 


206/free 


2-oxo-3-TBSOCCH2)2^2,3-ainyarobexizoxazoi-o-yi 


709 




207 


quinolin-3-yl 






208 


quinolm-6-yl 






209 


quinolin-7-yl 


D30. 


J 


210/free 


2-Br-qxiinolin-6-yl 


OID5OI /♦ 


D 


211 


2'-H02C-quinolin-6-yl 


jyiiN,C)oU. 


ID 


212 


2-H2NOC-quinolm-6-yl 






213/free 


7-BnO-quinolin-3 -yl 






214 


isoquiiiolin-6-yl 




D 


215 


isoqumolin-7-yl 




< 


216 


imidazo[l ,2-a]pyridin-7-yl 






217 


3.Cl-4-((l ,4-dioxa-8-azaspiro [4. 5]dec-8-yI)-Pn} 


ooz. 


D 


218/free 


3-F-4-MeOCH20-Ph 




c 
D 


219 


3,5-dLF-4-HO(CH2^20-Ph 




/ 


220 


3,5-cliF-4-tBuO(CH2)aO-Pli 






221 


3,4,5-triF-Ph 






222 


3-Cl-5-F-4-HO(CH2)20-Ph 




Q 


223/free 


3-Cl-5-F-4-TBSO(CH2)20-Ph 


/1:>. 




224 


3 -Cl-4-MeO(CH2)2HNCH2-Ph 


OUo. 


ID 


225/free 


3,Cl-4-MeO(CH2)2N0Boc)CH2-Ph 


/Uo. 


D 


226 


3-Cl-4-HO-Ph 


/. 


0 
0 


227/free 


3-Cl-4-MeOCH20-Ph 


Dol. 


D 


228 


3 -Cl-4-((tetrahydro-2-fur)-CH20)-Pn 






229 


3-Cl-4-MeO(CH2)20-Ph 


DVD. 


r 


230/free 


3-Cl-4-TBSO(CH2)20-Ph 






231 


3 -Cl-4-H2N(CH2)20-Ph 


DoU. 




232/free 


3-Cl-4-BocHN(CH2)20-Ph 






233 


3-Cl-4-tBuOCH2CH(Me)0-Pn 






234 


3-Cl-4'-HO(CH2)30-Ph 




Q 


236/free 


3-Cl-4-TBSO(CH2)30-Pn 


700 




236 


3'Cl-4-(tetrahydro-3-fur-Oj-Ph 


Ann 








571 


5 


238 


3,5-diCl-4-HO(CH2)20-Ph 


615. 


9 


239/free 


3,5-diCl-4-TBSO(CH2)20-Ph 


729. 


5 


240 


3-Br-4-HO(CH2)20-Ph 


625,627. 


9 


241 /free 


3-Br-4.TBSOCCH2)20-Ph 


739,741. 


5 


242 


4-((Me2N)-CH2VPh 


544. 


14 


243/free 


4-BocHNCH2-Ph 


616. 


5 



wo 03/062233 PCT/JP03/00270 

72 • 



(*1 8^^) 



tx 




MS 


Syn 


244 


i-JVle-4-ACU^Crl2 j2^"-r n 


603 


5 


245 


2-Meu-4-py 


518 


5 


246 


5-d-o-Me(J-3-py 






247 


2-EtO-4-py 




«j 


248 


5 -Cl-6"(HO(CH2)2)(Me)N o -py 






249 


5-Cl-6-HO(CH2)2HN-3-py 






250 


5-Cl-6-HO(CH2)30-3-py 




19 


251 


2-AcO(CH2)20-4-py 






252 


2-HO(CH2)20-4-py 




J i 


253 


5 -CI- 6 -HO (CH2)3HN-3 -py 






254 


5-Cl-6-MeO(CH2)3HN-3 -py 




1 


255 


5-Cl-D-(l-Me-pyiToliain-2-yl-(CH2)20)-i-py 




10 


256 


5-Cl-6-(HO(CH2)2)2N-3-py 




1 7 


257 


5-Cl-6-HOCH(Me)CH2HN-3-py 






258 


5-Cl-6-((4-(4-F-Bn)-morpnolm-2-yl)CH2xlJN}-j-py 




1 


259 


5-Cl"6-((Me02C)-CH2HN>3-py 






260 


5-Cl-6-H2N(CH2)3HN-3 -py 






261 


^ y ^ A TT/^ TT -NTTVT *> 

5-Cl-6-(4-HO-cHex)HN-3 -py 








D-Ul-0-JnL2l^ >-'n2^'tU^ Vj^xlJV_^ri2J^ 


610. 


13 


263 


5-Cl-6-(2-HO-cHex)HN-3-py 


635. 


13 


264 


5-Cl-6-HOCH2CH(OH)CH2HN-3-py 


611. 


13 


265 , 


5-Cl-6-((H02C)-CH2HN)-3-py 


595. 


16 


•266 


5-Cl-6-(3-Me-oxetan-3-yl-CH20)-3-py 


622. 


12 


267 


5-Cl-6-(tetrahydro-3-Fur-CH20)-3-py 


622. 


12 


268 


5-Cl-6-MeO(CH2)2HN-3-py 


595. 


13 



(^1 9) 




Ex 


X 


R"- 




R« 


MS 


Syn 


269 


CH 


4-cyano-pipe 


4-Cl-2-The 


4-nPr-pipa 


589. 


5 


270 


CH 


4-H02C-pipe 


4-Cl-2-The 


4-nPr-pipa 


608. 


16 


271 


CH 


4-Et02C-pipe 


4-Cl-2-The 


4-nPr-pipa 


636. 


5 


272 


CH 


4-H2NOC-pipe 


4-Cl-2-The 


4-nPr-pipa 


607. 


7 


273/free 


CH 


4-(PhC(Me)2-(HNO 
C))-pipe 


4-Cl-2-The 


4-nPr-pipa 


725. 


25 


274 


CH 


4-HO-pipe 


4-Cl-2-The 


4-nPr-pipa 


580. 


9 


275/free 


CH 


4-TBSO-pipe 


4-Cl-2-The 


4-nPr-pipa 


694. 


5 


276 


N 


4-H02C-pipe 


4-F-Ph 


4-cHex-pipa 


627. 


16 


277/free 


N 


4-Et02C-pipe 


4-F-Ph 


4-cHex-pipa 


655. 


13 
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mi 9m^) 



Ex 


X 


R 


K 


K 


Mo 


oyn 


278 


N 


4-H02C-pipe 


3-Cl-Fn 


4-cHex-pipa 


643 


1 iC 

15 


279 


N 


4-Et02C-pipe 


O /^f Til. 

3-Cl-rn 


4-cHex-pipa 


671. 


1 *i 

13 


280 


N 


4-H02C"pipe 


S-FsC-Ph 


4-cHex-pipa 


oil. 


16 


281 


N 


4-Et02C-pipe 


3-F3C-Ph 


4-cHex-pipa 


t-j r\ c 

705. 


13 


282 


N 


4-H02C-pipe 


4-Ul-z- 1 xie 


4-iiPr-*pipa 


ouy. 


lo 


283/free 


N 


4-Et02C-pipe 


4-Cl-2-The 


4-nPr-pipa 


637. 


13 


284 


N 


4-H2NOC-pipe 


4-Cl-2-The 


4-nPr-pipa 


608. 


13 


285 


N 


4-HO-pipe 


4-Cl-2-The 


4-nPr-pipa 


581. 


13 


286 


N 


4-H02C-pipe 


4-Cl-2-The 


4.(3 -F-pyrr)-pipe 


653. 


16 


287/free 


N 


4-Et02C-pipe 


4-Cl-2-The 


4-(3.F-pyrr>pipe 


681. 


13 


288 


N 


4-H2NOC-pipe 


4-Cl-2-The 


4-pipe-pipe 


648. 


13 



(^2 0) 




Ex 


R° 




Y 


MS 


Syn 


289 


CI 


H 


CH-cyano 


629. 


5 


290 


CI 


H 


CH-CO2H 


648. 


16 


291 


CI 


H 


CH-C02Et 


676. 


5 


292 


CI 


H 


CH-CONH2 


647. 


17 


293 


CI 


H 


CH-OH 


620. 


9 


294/free 


CI 


H 


CH-OTBS 


734. 


5 


295 


Br 


H 


CH-CO2H 


694. 


16 


296/free 


Br 


H 


CH-C02Et 


722. 


5 


297 


Br 


H 


CH-CONH2 


693. 


25 


298 


F 


F 


CH-cyano 


631. 


5 


299 


F 


F 


CH-CO2H 


650. 


16 


300/free 


F 


F 


CH-C02Et 


678. 


5 


301 


F 


F 


CH-CONH2 


649. 


25 


302 


F 


CI 


CH-cyano 


647. 


5 


303 


F 


CI 


CH-CO2H 


666. 


16 


304 


F 


CI 


CH-C02Et 


694. 


5 


305 


F 


CI 


CH-CONH2 


664. 


7 


306/free 


F 


CI 


CH-CONH-C(Me)2Ph 


783. 


25 


307/free 


F 


CI 


NH 


623. 


15 


308 


F 


CI 


N-(2-HO-Bn) 


729. 


14 
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m2 



Ex 


R 


R 


Y 


IViO 


byn 


309 


F 


CI 


XT /^T T TT 

N-CH2-C02H 


Ool. 


lo 


310/free 


F 


CI 


N-CH2-C02Et 


7oy. 


1 A 
14 


Oil 


Jt* 




IN - ^ri2- vJiN rl2 


OoU. 




312/free 


F 


CI 


N-Boc 


723. 


5 


313 


F 


CI 


N-C0-CH20Me 


695. 


24 


314 


F 


CI 


N-CO-CO2H 


695. 


16 


315/free 


F 


CI 


N-CO-COiEt 


723. 


24 


316 


F 


CI 


N-SO2NH2 


702. 


15 


317/free 


F 


CI 


N-SO2NHB0C 


802. 


23 



m2 1) 




Ex 


R' 


MS 


Syn 


318 


3-HO-azet 


593. 


13 


319 


3-F-pyrr 


609. 


13 


320 


(S)-2-HOCH2-pyrr 


621. 


13 


321 


(R)-2-HOCH2-pyrr 


621. 


13 


322 


3-HO-pyrr 


607. 


13 


323 


(R)-3-HO-pyiT 


607. 


13 


324 


3-Me2N-pyrr 


634. 


13 


325 


4-ttrz-pipe 


673. 


21 


326 


4-F-pipe 


623. 


13 


327 


3-HOCH2-pipe 


635. 


13 


328 


4-HOCH2-pipe 


635. 


13 


329 


2-HO(CH2)2-pipe 


649. 


13 


330 




689. 


13 


331 


4-H2NOC-pipe 


648. 


13 


332 


4-(MeHNOC)-pipe 


662. 


25 


333 


4-(nPrHNOC)-pipe 


690. 


42 


334 


4-(iiPenHNOC)-pipe 


718. 


42 


335 


4-(cHexHNOC)-pipe 


730. 


42 


336 


4-(BnHNOC)-pipe 


738. 


42 


337 


4-((cHex-CH2)-(HNOC))-pipe 


744. 


42 
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m2 i^t) 



hX 


K 


IvIO 


oyi 1 


OOO 




/ uo. 


49 

H-Z 






700 


zlO 

*tZ 


o4u 






dO 
HZ 


341 


4-(Me2N(CH2)3-(HNUC;;-pipe 




HZ 


342 


4-(Me2NCCH2j4-(HNuC))-pipe 


1^1 , 


4z 


343 


4-(Me2N(CH2)6-(HNOC))-pipe 


/ / J, 


4z 


344 


4-Me2NOC-pipe 


o/o. 


zD 


345 


4-((Me)(nPr)N-OC)-pipe 


n(\A 


4z 


346 


4-(MeO(CH2)2-((Me)NOC))-pipe 




4z 


347 


4-(pipe-0C)-pipe 


flO, 


A^ 
4Z 


348 


4-(tmor-OC)-pipe 


734. 


4z 


349 


3-HO-pipe 


iCO 1 


13 


350 


4-HO-pipe 


o21. 


13 


351 


4-H2N-pipe 


ozU. 


Ij 


352 


4-BnHN-pipe 


/lU. 


13 


353 


4-AcHN"pipe 


ODZ. 


z4 


354/free 


4-BocHN-pipe 


720. 


1 o 
13 


355 


4-MsHN-pipe 


698. 


23 


356 


pipa 


606. 


13 


357 


3-HOCH2-4-Me-pipa 


650. 


1 ^ 
13 


358 


4-((H02C)-CH2)-pipa 


664 


16 


359/free 


4-((Et02C)-CH2)-pipa 


692 


13 


360 


4-HO(CH2)2-pipa 


650. 


13 


361 


4-MeO(CH2)2-pipa 


naA 
664. 


13 


362 


3-oxo-pipa 


620. 


13 


363 


3,5-dioxo-pipa 


634, 


13 


364 


4-Ac-pipa 


£.A O 

648. 


13 


365/free 


4-Et02C-pipa 


678. 


13 


366 


4-(C4.Me-pipa)-OC)-pipe 


731. 


25 


367 


4-Ms-pipa 


684. 


23 


ODO 


mor 


607 


1 


369 


tmor 


623. 


13 


370 


1 54-diazepan- 1 -yl 


620. 


13 


371 


4- Ac- 1 y4-diazepan-l -yl 


662. 


13 


. 372 


5-oxo-l ,4-diazepan-l-yl 


634. 


13 


373 


5-H02C-isoindolin-2-yl 


683. 


16 


374 


5-Me02C-isoindolin-2-yl 


697. 


13 
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m2 2) 



Fx 


NMR 


8 


'i AC 1 mz-iTj^x 1 01 1 -iAnxj n<\ 1 ^8.1 '?'?/'9'H 1 ^58-1 f>K(\Yim\ 1 82-1 91f2H. 

1 Sj5-\.7S}\lii,VCl),l .2.1- i .50\^r^^ L.K)o\xn,uyj,i..o.£. i..:yxye.ix, 

m),2.14-2.25(2H,in),3.20-3.40(7H,m),3.55-3.65(2H,m),7.11(lH,dd,J=8.3,8.8Hz).7.4 
9(lH,s),7.56(lH,s),7.83(lH,dd,J=1.4,8.3Hz),8.21(lH,dd,J=1.4,12.6Hz),10.95(lH,brs 

),12.50(lH,brs'). 


9 


1.06-1.20(lH,m),1.22-loo(2n5ra),1.43-l.DO^ZJtl,m i.:/z,<^-in, 
m),2.17-2.27(2H,m),3.20-3.44(7H.m),3.54-3.63(2H,m),3.78(2H,t,J=4.9Hz),4.21(2H, 
t,J=4.9Hz),7.33(lH,d,J=8.8Hz),7.50(lH,d,J=1.5Hz),7.57(lH,d,J=1.5Hz).8.08(lH,dd, 
J=2.0,8.8Hz),8.24(lH,dJ=2.0Hz),10.89(lH.brs),12.61(lH,brs). 


16 


1.06-1.20(lH^),1.22-13o(2H,m),1.40-1.55(2H,m;,l.35-l./i»tJM,mj,^ 
mX2.15-2.25(2H^),2.50-2.58(lH,m),2.98-3.09(2H,m),3.23-3.40(7H^),3.54-3.66(2 
H^),3.93-4.02(2HUn),7.48(lH,d,J=1.5Hz).7.57(lH.d,J=l-5Hz),8.40(lH,dJ=1.9Hz), 
8.83(lH.dJ=1.9Hz).10.98(lH,brs),12.28(lH,brs),12.68(lH,s). 


36 


1 .08-1 .20(1H^),1 .21-1 .3 8(4H;in),l .3 S-1 .55(.2H.,in;,l .ou- 1 .ooUJ:i,inj, i . /^-z.uu^,Hrt, 

m),2.16-2,22(5H^),2.87(2H,t,J=12.2Hz),3.20-3.34(9H,m),4.04(2H,d,J=13.2Hz),7.5 

0(lH,s),7.57(lH,s),8.39(lH,d,J=2.0Hz),8.83(lH.d,J=2.0Hz),10.34(lH,brs),12.09(lH 

,brs),12.66(lH,brs). 


42 


1.14-1.20(lH^),1.21-1.32(2H,ni),1.38-1.53(2H,m).1.60-1.77(5H,m),1.81-1.92(2H, 
m),2.14-2.25(2H,m),2.88-3.08(3H,m),3.30-3.37(2H,m),3.42-3.50(2H^),3.52-3.64(4 
H,m),3.76-3.88(9H,m),4.05-4.12(2H,m),7.49(lH,d,J=1.5Hz),7.58(lH,d,J=1.5Hz),8.4 
0(lH,d,J=1.9Hz),8.83(lHAJ l-9Hz),10.//(lM,Drs;,iz.o/tiJ:i,Dr^^ 


66 


0.90(3H,t,J=6.8Hz),1.22-1.49(7H^),1.75-I.85(2H^),2.63-2.71(2H,m),3.06-3.16(2 

H,in),3.92(3H,s),7.42(lH,d,J=2.0Hz),7.43(lH,s),7.51(lH.d,J=2,0Hz),7.54(lH,d,J=5. 

4Hz),8.36(lH,dJ=5.4Hz),12.80(lH,brs). 


103 


0.95(3H,t,J=7.3Hz),1.71-1.82(2H,ni),3.11-3.36(8Han),3.60(2HAJ=10.3Hz),3.78(2H 

,t,J=5.2Hz),4.21(2H,U=4.9Hz).7.33(lH,d,J=8.8Hz),7.50(lHAJ=l-9Hz),7.58(lH,d,J 
=2.0Hz),8.08(lH,dd,J=2.0Hz,J=8.8Hz),8.24(lH,d,J=2.0Hz),10.73(lH,brs),12.62(lH, 


105 


0.90(3H,t,J=7.3Hz),1.72-1.82(2H,m),3.11-3.33(8H^),3.55-3.61(6H^),7.22(lH,brs) 
,7.49(lH,d,J=1.5Hz),7.57(lH,d,J=1.5Hz),8.28(lH,d,J=1.9Hz),8.74(lH,d,J=2.0Hz),l 

0.88(lH,brs),12.48(lH,s). 


125 


1 .07-1 .20(1 H,m), 1 .22- 1 .3o(2H,m), 1 .42- 1 .dd (2hi,m;, i .ou- 1 .ottt^ i ±i,in;, i . 6 1 - 1 i ^.^n, 
m),2.16-2.26(2H,m),3.20-3.29(7H,m),3.56-3.65(2H.ni),3.78(2H,U=4.9Hz),4.21(2H, 
t,J=4.9Hz),7.12(lH,d,J=3.9Hz),7.33(lH,4J=8.8Hz),7.47(lH,d,J=3.9HzX8.08(lH,dd, 
J=8.8,2.0Hz),8.23(lH,d,J=2.0Hz),10.93(lH,brs),12.63(lH,brs). 


204 


1.07-1.20(lH,m),1.22-1.36(2H,m),1.41-1.55(2H,m),1.59-1.68(lH,m),1.82-1.92(2H, 
rn\1 \A-1 24C2Hm^ 3 27-3 35f7H,m),3.55-3.65(2H,m),7.24(lH,d,J=8.3Hz),7.50(lH 
,d,J=1.5Hz),7.57(lH,dJ=1.5Hz),7.97(lH,dd,J=l-5,8.3Hz),8.06(lH,s),10.74(lH,brs), 

12.13(lH,s),12.63(lH,brs). 


208 


1.03-1.20(lH,m),1.21-1.36(2H,m),1.38-1.55(2H,m),1.60-1.68(lH,m),1.82.1.91(2H, 
m),2.18-2.25(2H,ni),3.22-3.40(7H,m),3.55-3.65(2H,m),7.52(lH,s),7.58(lH,s),7.76(l 
H,dd,J=4.2,8.3Hz),8.21(lH,d,J=8.8Hz),8.40(lH,dd,J=1.5,8.8Hz), 
8.67(lH,d,J=8.3Hz),8.89(lH,d,J=l .5Hz),9.11(lH,dJ=4.2Hz),l 1 .05(lH,brs).12.96(l 

H,brs): 
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m2 25^t) 



Ex 


NMR 


214 


1 .03-1 .20(lH,m),l .21-1 36(2H,m)4 .40-1 .55(2H,m;,i .oU-1 .os^irt^^^ 
in),2.18-2.28(2H,m),3.20-3.43(7H,m),3.52-3.65(2H,m),7.52ClH,s),7.59(lH,s),8.33-8 
.40(2H^),8.50(lH,d,J=8.8Hz),8.73(lH,d,J=5.8Hz), 
8.90(lH.s),9.78(lH,s),11.20(lH,brs),13.12(lH,brs). 


222 


1 .07-1.20(lHAn) J .21-1 .36(2H,m),l .41-1 .54(2H,in)4 .58-1 .68(lH,m),l ,80-1 .y2(.Ztl, 
m),2.14-2.25(2H,m),3.25-3.37(7H,m),3.56-3.64(2H^),3.73(2H,t,J=4.9Hz),4.24(2H, 
U=4.9Hz),7.50(lH.d,J=l •0Hz),7.58(lH,d,J=l •OHz),8.01(lH,dd,J=2.0,ll .7Hz),8.11( 
lH,brs\10.77(lH,brs),12.77('lH,brs). 


226 


1.06-1.20(lH^),1.21-1.36(2H,m),1.42-1.56(2H,m),1.5y-1.68(lH,m;,l.»l-l.ynzJ:i, 
m),2.16-2.26(2H^),3.20-3.45(7H,m),3.54-3.63(2H,in).7.17(lH,d,J=8.8Hz),7.49(lH 
,d,J=l •4Hz),7.56(lH,d,J=l .4Hz).7.94(lH,dd,J=2.4,8.8Hz),8.19(lH,d,J=2.4Hz),ll .26 
('lH,brs),12.5UlH,brs). 


229 


1 .06-1 .20(lH,in),l .22-1 .36(2H,m),l .44-1 .56(2H,m),l .58-1.6«(.lH^),1.8U-l .yA^tl, 
m),2.15-2.26(2H.m).3.17-3.47(7H^),3.35(3H,s),3.56-3.63(2H,m),3.73(2H,t.J=3.9H 
z),4.31(2H,t,J=3.9Hz),7.33(lH,d,J=8.8Hz),7.49(lH,d,J=0.9Hz),7.56(lH,d,J=0.9Hz), 
8.08(lH,ddJ=1.9,8.8Hz),8.24ClH4,J=1.9Hz),11.31(lH,brs),12.61(lH,brs). 


234 


1.08-1.20(lH,m),1.22-1.36(2H,m),1.41-1.55(2H,m),1.58-1.68(lH^),1.82-1.90(2H, 
m),1.92(2H,t,J=6.3Hz),2.19-2.22(2H,m),3.21-3.37(7H,m).3.55-3.63(4H,m),4.25(2H, 
t,J=6.3Hz),7.32(lH,d,J=8.8Hz),7.50(lH,s),7.57(lH,s),8.09(lH,dd,J=2.0,8.8Hz).8.24( 
lH,d,J=2.0Hz),10.83(lH,brs),12.62(lH,brs). 


238 


1.07-1.20(lH,m),1.22-1.36(2H,m),1.44-1.56(2H,m),1.60-1.68(lH^),1.83-1.91(2H, 
m),2.17-2.26(2H^),3.20-3.42(7H,m),3.56-3.63(2H^),3.78(2H,t,J=4.9Hz),4.13(2H, 
U=4.9Hz),7.49(lH,s),7.57(lH,s\8.21{2H.s).l 1 .1 8(lH.brs),12.79(lH,brs). 


240 


1 .07-1 .20(lH,m),l .22-1. 36(2H,m),l .42-1 .56(2H,m),l .60-1.67(lH,m),1.81-l .90(2H, 
m),2.18-2.25(2H,m),3.17-3.43(7H,m),3.55-3.65(2H,m),3.78(2H,U=4.9Hz),4.20(2H, 
t,J=4.9Hz),7.29(lH.d,J=8.8Hz).7.49(lH,d,J=1.5HzX7.56(lH,d.J=1.5Hz),8.12(lH,dd, 
J=2.4,8.8Hz),8.3 9('lH,d,J=2.4Hz),l 1 . 1 9(lH,brs), 12.61 (1 Rbrs). 


245 


1 .08-1 .20(lH,m),l .21-1 .34(2H^),1 .40-1 .53(2H,m),l .60-1 .68(.lH,m),l .J$2-i .8yi.Zti, 

m),2.14-2.24(2H,m),3.22-3.45(7H,m),3.55-3.65(2H,m),3.95(3H,s),7.44(lH,s),7.50(l 

H.s),7.54(lH,d,J=4.9Hz),7.56(lH,s),8.37(lH,d,J=4.9Hz),10.61(lH,brs),12.95(lH,brs 

\ . . . 


250 


1 .06- 1 .20(1 H,m), 1 .22- 1 .36(2H^), 1 .4 1 -1 .54(2H,m), 1 .60-1 .68(.m,m), 1 .82- 1 .y3 (^zii, 
in),1.92(2H.U=6.4Hz),2.15-2.24(2H.m),3.22-3.36(7H,m),3.55-3.63(2H,m),3.58(2H, 
t,J=6.4Hz),4.51(2H,tJ=6.4Hz),7.49(lH,d,J=1.5Hz),7.57(lH,d,J=1.5Hz).8.53(lH,dJ 
=2.0Hz),8.82(lH.dJ=2.0Hz),10.83(lH,brs),12.78(lH,s). 


253 


1 o*; 1 on/'lMm^ 1 99-1 ^firOHm"^ 1 42-1 54C2Hm") 1 60-1.68(lH,in),1.70-1.77(2H, 

m),1.82-1.92(2H^),2.15-2.25(2H^),3.20-3.40(7H,m),3.45-3.65(4H,m),3.49(2H,U 

=6.3Hz),7.39(lH,brs),7.48(lH,d,J=1.5Hz),7.56(m,d,J=1.5Hz),8.27(lH,d,J=2.0Hz), 

8.74ClH,d,J=2.0Hz),10.98ClH,brs),12.45('lH,s). 


264 


1 .06-1 .20(lH,m),l .22-1 .36(2H,m),l .40-1 .54(2H,m),l -59-1 .68(lH,m),l .80-1 .91(2H, 
m),2. 1 3-2.24(2H^),3 .24-3.33(9H^),3.5 5-3 .45(2H,m),3 .54-3.65(2H,m),3.68-3.75(l 
H,m),7.01-7.07(lH,m),7.49(lH,d,J=1.5Hz),7.56(lH,d,J-1.5Hz),8.29(lH,dJ=1.9Hz), 
8.74(lH,d,J=l .9Hz^,l 0.68(iabrs).12.48(lH.sy 
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(^2 2i^t) 



tzX 


NMR 

IN Ivl 1 \ 


267 


1 .07-1 .20(lH,m),l .22-1 .36(2H,m),l .39-1 .54(2H,m),1.60-l .75(2H,m),l .82-1 .92(2H, 
in),1.98-2.08(lH,m),2.13-2.24(2H,m),2.68-2.78(lH^),3.22-3.37(4H,in),3.41-3.51(4 
H,m),3.54-3.71(3H,m),3.76-3.82(2H^),4.32-4.45(2H,in),7.50(lH,d,J=l-5Hz),7.58( 
lH,d,J=L5Hz),8.55(lH,dJ=2.0Hz),8.82(lH,dJ=2.0Hz)J0.60(lH,brs),12.80{lH 


270 


0.93(3H,U=7.3Hz),1.42-1.81(4H,m),1.90-2.00(2H,m),2.40-2.48(lH^),2.72-2.86(2 

H^),2.80-3.70(12H,m),7.24(lH,d,J=8.8Hz),7.48(lH,brs),7.55(lH,brs),8.03(lH,dd,J 

=1.9,8.8Hz),8.18(lH,d,J=1.9Hz),10.68{lH,brs),12.25(lH,brs),12.58(lH,s). 


272 


0.95(3H,t,J=7.8Hz), 1 .68-1 .88(6H^),2.23-2.34(lH,m),2.70-2.79(2H,m),3 .10-3.1 9(2 
H,m),3.20-3.35(5H,m),3.40-3.53(3H,m),3.56-3.64(2H,m),6.80(lH,brs),7.24(lH,d,J= 
8.3Hz),7.33(lH,brs)7.50(lH,d,J=l-5Hz),7.58(lH,d,J=1.5Hz),8.03(lH,dd,J=2.0,8.3H 
z)X 1 8(1 H,d,J=2.0Hz),l 0.86(lH,brs),12.61 (lH,s). 


274 


0.94(3H,t,J=7.3Hz), 1.51-1 .63(2H,m), 1.71-1 .82(2H,m), 1.83-1 .92(2H,m),2. 8 1 -2.90(2 
H,m),3.10-3.17(2H,m),3.17-3.37(8H,in),3.55-3.63(2H^),3.63-3.72(lH,m),7.24(lH, 
d,J=8.3Hz),7.50(lH,d,J=1.5Hz),7.58(lH,d,J=1.5Hz),8.03(lH,dd,J=1.9,8.3Hz),8.18(l 
H,d,J= 1 -9Hz), 1 0.92(1 H,brs), 1 2.6 1 ( 1 H,s). 


276 


1.05-1.20(lH,m).1.22-1.37(2H,m),1.40-1.52(2H,m),1.60-1.75(3H,m),1.80-1.97(4H, 
m),2.15-2.24(2H,m),2.50-2.52(lH^),3.04(2H,t,J=10.8Hz),3.17-3.38(7H,m),3.47-3. 
60(2H,ni),3.98(2H,d,J=13.2Hz),7.27(2H,t,J=8.8H2),8.15(2H,dd,J=5.8,8.8Hz),8.40(l 
H,dJ=2.0Hz),8.84(iadJ=2.0Hz),10.85(lH,brs),12.28(lH.brs),12.59aH,brs). 


278 


1.08-1.20(lH,m),1.22-1.36(2H.m),1.38-1.52(2H,m),1.58-1.75(3H,m),1.81-1.99(4H, 

ni),2.11-2.22(2H,m),2.50-2.52(lH,m),2.98-3.08(2H^),3.19-3.35(7HAn),3.48-3.64(2 

H^),3.92-4,22(2H.m),7.34-7.41(lIim),7.49(lH,d,J=7.8Hz),8.09-8.11(lH^),8.12-8 

.17(lH,m),8.41(lH,d,J=^.0Hz),8.84(lH,d,J=2.0Hz),10.55(lH,brs),12.28(lH,brs),12. 

59(lH,brs). 


280 


1 .08-1 .20(lH,in),l .21-1 .38(2H,m),l,39-l .5 1 (2H,m), 

1.60-1.73(3H^),1.80-2.00(4H,m),2.10-2.22(2H^),2.50-2.52(lH,m),2.99-3.10(2H, 

m),3.22-3.40(7H,m),3.52-3.62(2H,m),3.94-4.03(2H^),7.67-7.74(2H,m),8.40(2H,d,J 
=2.0Hz),8.48-8.50(lH^),8.85(lH,d,J=2.0Hz),10.49(lH,brs),12.28(lH,brs),12.63(l 

H,brs). 


282 


0.90(3H,t,J=7.3Hz),l .5 1 (2H,brs),l .64-1 .73(2H,m), 1 .91-1 .99(2H,m),2.33-3.38(l 3H, 

m),3.97(2H,d,J=13.2Hz),7.45(lH,d,J=1.5Hz),7.53(lH,d,J=1.0Hz),8.40(lH,d,J=1.9H 

z),8.83(lH,d,J=2.0lJz),12.OO-12.5O(lH,br),12.58(lH,brs). 


284 


0.95(3H,t,J=7.3Hz),1.63-1.83(6H,m),2.33-2.41(lH,m),2.95(2H,t,J=11.5Hz),3.13-3.4 
2(8H^),3.60(2H,d,J=10.8Hz).4.07(2H,d,J=13.2H2),6.80(lH,s)7.32(lH,s),7.50(lH,d 
,J=1.5Hz),7.58(lH,d,J=1.5Hz),8.40(lH,d,J=1.9Hz),8.84(lH,d,J=1.9Hz),10.65(lH,br 
s;,12.0o(lrl,SJ. 


285 


0.95(3H,U=7.3Hz),1.47-1.55(2H,m),1.72-1.91(4H,m),3.12-3.34(10H,m),3.59-3.86( 

5H,m),7.50(lH,d,J=1.5Hz),7.58(lH,d,J=1.5Hz),8.39(lH,dJ=1.9Hz),8.82(lH,d,J=1.9 

Hz),10.80(lH,brs),12.66(lH,s). 


289 


1 . 1 0- 1 .20(1H^),1 .22-1 .36(2H^) 1 .40- 1 .55(2H,m), 1 .59-1 .68(lH,m), 1 .8 1 - 1 .94(4H, 
m),2.00-2.09(2H,m),2.15-2.24(2H^),2.98-3.07(2H,m),3,07-3.16(lH,mX3.18-3.35(4 
H^),3.55-3.74(7H^),7.28(lH,d,J=8.3Hz),7.49(lH,d,J=1.5Hz),7.57(lH,d,J=1.5Hz), 
8.04(lH,dd,J=1.9,8.3Hz),8.18flH.dJ=1.9Hz\10.82(lH,brs),12.63(lH,s). 
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290 


1 .06-1 .20(lH,m),l .22-1 .50(4H,m),l .56-2.30(9Hpii),2.39-2.48(lH^)^.75-2.86(2H, 
m),2.80-3.80(llH,m), 

7.23(lH,d,J=8.3Hz),7.48(lH,brs),7.56(lH,brs),8.03(lH,dd,J=1.9,8.3Hz),8.18(lH,d,J 
=1 .9Hz),l 0.50(lH,brs), 1 2.28(lH,brs), 1 2.68(1 H,s) . 


292 


1 .08-1 .20(lH,m),1.21-l .35(2H,in),l .38-1 .55(2H,in),l .58-1 .90(7H,m),2.10-2.25(2H, 
m),2.22-2.36(lH,m),2.68-2.79(2H,m),3.20-3.37(7H,m),3.42-3.49(2H,m),3.50.3.70(2 
H,m),6.82(lH,brs),7.25(lH,dJ=8.8Hz),7.33(lH,brs),7.49(lH,brs),7.56(lH,brs),8.03( 
lH,ddJ=1.9,8.8Hz),8.18(lH,d,J=1.9Hz),10.62ClH,brs),12.61(lH,s). 


293 


1.08-1.20(lH,m),1.20-1.36(2H,m)1.36-1.53(2H,m),1.53-1.68(3H,m),1.80-1.93(4H, 
m),2.15-2.25(2H,m),2.80-2.91(2H,m),3.20-3.40(9H,m),3.55-3.63(2H^),3.63-3.71(l 

H^),7.24(lH,d,J=8.3Hz),7.49(lH,dJ=l .5Hz),7.57(lH,d,J=l .5Hz),8.02(lH,dd,J=l .9 
.8.3Hz),8.18(lH,d,J=1.9Hz),10.98(lH,brs),12.60(lH,s). 


295 


l.ll-1.20(lH,m),1.22-1.36(2H,m),1.38-1.50(2H,m),1.64(lH,d,J=12.2Hz),1.69-1.80( 
2H,m),1.87(2H,d,J=12.2Hz),1.91-2.00(2H,m),2.17(2H,d,J=10.3Hz),2.42-3.42(12H, 
m),3 .62(2H,d, J=9.7PIz),7.24(lH,dJ=8.3Hz),7.50(lH,d,J=l .9Hz),7.58(lH.d,J=l •4Hz) 
,8.08(lH.dd,J=1.9,8.3Hz),8.36(lH,d,J=1.9Hz),9.99(lH,brs),12.27(lH,brs),12.65(lH, 

s). 


297 


1 .06-1 .19(lH,m),l .29(2H,q,J=13.2Hz),l .48(2H,q,J=l 1 .2Hz),l .64(lH,d,J=12.7Hz),l . 
71-L91(6H,in),2.19-2.33(3H,m),2.67-2.83(2H,m),3.22-3.46(9H^),3.60(2H,d,J=7.4 
Hz),6.81(lH,s),7.25(lH,d,J=8.3Hz),7.34(lH,s),7.50(lH,d,J=1.5Hz),7.57(lH,d,J=1.5 
Hz),8.08(lH,dd,J=2.2,8.6Hz),8.36(lH,d,J=1.9Hz),10.86(lH,brs),12.64(lH,s). 


298 


1.14-1.19(lH^),1.29(2H,q,J=11.7Hz),1.48(2H,q,J=11.2HzXL64(lH,d,J=12.7Hz),l. 
78-1.91(4H^),1.96-2.01(2H,m),2.20(2H,d,J=10.2Hz),3.09-3.35(12H,m),3.60(2HA 
J=8.8Hz),7.49(lH,d,J=i.5Hz),7.57(lH,d,J=1.5Hz),7.80-7.86(2H,m),10.96(lH,brs).l 

2.68(lH,s), 


299 


1 .07-1 .18(lH,m),l .29(2H,q,J=12.8Hz),l .47(2H,q,J=11.2Hz),l .59-1 .72(3H,m),l .82-1 
.94(4H^),2. 19(2H,d,J=l 0.2Hz),2.42-2.46(lH,m),3 . 1 3(2H,d,J=l 1 .3Hz),3.26-3.41 (9 
H,in),3.60(2H,brs),7.49(lH,d.J=1.5Hz),7.57(lH,4J=1.5Hz),7.77-7.86(2H^),10.72( 
lH,brs),12.27(lH,brs),12.65(lH,s). 


301 


1.07-1.19(lH,ni),1.29(2H,q,J=12.9Hz),1.47(2H,q,J=11.0Hz),1.57-1.72(3H,m),1.72-l 
.81 (2H,m), 1 .86(2H,d, J=l 3 . lHz),2. 1 8-2.33 (3H,in),3 -09(2H,t,J=l 1 .7Hz),3 .22-3 .44(9H 
^),3 .59(2H,brs),6.8 1 (1 H,s),7.3 1 (lH,s),7.50(lH,d,J=1.5Hz),7.57(lH,d,J=l .4Hz),7.7 
7-7.86(2H,m),10.70(lH,brs),12.66(lH,s'). 


302 


1.08-1.20(lH,m),1.21-1.36(2H,m),1.40-1.55(2H,m),1.59-1.68(lH,m),1.78-1.91(4H, 
m),1.95-2.05(2H,m),2.14-2.25(2H,m),3.09-3.21(3H,mX3.21-3.45(9H,m),3.55-3.65(2 
H,m),7.50(l H,d,J=l .5Hz),7.57(lH,d,J=l .5Hz),7.93(lH,dd,J=2.0, 12.7Hz),8.07(lH,br 
s).10.81(lH,brs).12.73(lH,s). 


303 


1 .08-1 .20(1H^),1 .22-1 .37(.211,m), 1 .42-1 .33(,ZJ:l^;, 1 .3^- 1 . / ov3rl,m;,l .o l - 1 .yD^HXi, 
m),2. 1 6-2.25(2H,m),2.40-2.48(lH,m),3.08-3. 1 7(2H,m),3.24-3 .36(7H,m),3 .46-3 .65(4 
H,m),7.49(lH,d,J=1.4Hz),7.57(lH,d,J=1.4Hz),7.89(lH,dd,J=2.0,13.2Hz),8.06(lH,d, 
J=2.0Hz),10.90(lH,brs),12.25(lH.brs),12.72(lH,s). 


305 


1.08-1.20(lH^),1.20-1.35(2H^),1.38-1.52(2H,m),1.58-1.90(7H,in),2.10-2.24(2H. 

in),2.25-2.36(lH,m),3.03-3.14(2H,m),3.15-3.35(9H,m),3.50-3.70(2H,m),6.80(lH,brs 
),7.30(lH,brs),7.48(lH,brs),7.56(lH,brs).7.90(lH,ddJ=2.0,13.8Hz),8.06(lH,brs),10. 
80(lH,brs),12.69(lH,s). 
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1.07-1.20(lH,m),1.21-1.35(2H,m),1.38-1.53(2H,m),1.58-1.67(lH,m),1.80-1.92(2H, 
m),2.08-2.24(2H,m),2.75-2.88(4H,m),3.16-3.92(15H,m),7.49(lH,d,J=1.4Hz),7.53(l 
H,dJ=1.4Hz),7.92(lH,dd,J=2.0,13.2Hz),8.06aH,s),12.7(lH,s). 


311 


1. 08-1. 18(lH,in),l. 22-1. ij^zHjin^ji. 42 x.^^^-v^xa, 
m),2.18-2.26(2H,m),3.24-3.50(9H,m),3.51-3.68(8H,m),4.04(2H,s),7.50(lH,d,J=1.5H 
z),7.58(lH,d,J=1.5Hz),7.72(lH,s),7.95(lH,dd,J=1.9,12.7Hz),8.05(lH,s),8.10(lH,s),8 
.32(lH,s),10.33(lH,brs),11.10(lH,brs),12.8flH,s). 


313 


1.05-1.08(lH,m)4 .24-1. 35(2H,m)l. 43-1. D2(,2H,mj,i.ou-i.oy(^iJri,^^ 
m),2.12-2.22(2H,m),3.13-3.24(4H,m),3.31(3H,s),3.26-3.35(3H,m),3.46-3.64(10H,m) 
,4.14(2H,s),7.50(lH,d,J=1.4Hz),7.58(lHAJ=1.4Hz),7.94(lH,dd,J=2.2,12.9Hz),8.09( 
lH,s),1011(lH,brs),12,76(lH,brsV 


316 


I. 01-1.20(lH^),1.21-1.37(2H,m),1.41-1.57(2H,m;,l.D6-l.o/(.iH,m;,i./o-i.yz^zri, 
m),2.14-2.28(2H,m),3.03-3.15(4H.m),3.21-3.44(llH^),3.55-3.64(2H,m),6.88(2H, 
in),7.49(lH,d,J=1.4Hz),7.57(lH,d,J=1.4Hz),7.95(lH,dd,J=2.0,12.7Hz),8.08(lH,brs), 

II. 2(lH,brs),12.7(lH,brs). 


322 


1 .06- 1 .20(1 H^), 1 .22-1 .3o(2H,m) J .40- 1 .54(2H,m;, 1 .!) 0- 1 .o8(^ lll,m;, 1 , 6 1 -z.uu^Hiri^ 
m),2.14-2.24(2H,in),3.20-3.38(7H^),3.54.3.64(3H^),3.73-3.81(lH,m),3.82-3.91(2 
H,m),4.33-4.39(lH,m),7.49(lH,dJ=1.5Hz),7.56(lH,d,J=1.5Hz),8.29(lH,d,J=2.0Hz), 
8.74(lH,dJ=2.0Hz),10.70ClH,brs),12.5iaH,s). 


328 


1 .05-1 .20(lH,in),l .22-1 .36(4H,in),l .41-1 .55(2H,m),1.58-l .70(2H,m), 1.73-1 .81 (2H, 
m), 1 . 82- 1 .91 (2H,m),2. 1 7-2.26(2H,m),2.90(2H,t,J- 1 1 .lUz),i .M-i . J tj(.yn,m;, J .ou(.z 
H,d,J=9.8Hz),4.08(2H.d,J=12.7Hz),7.49(lH,d,J=1.4Hz),7.56(lH,d.J=1.4Hz),8.38(l 

H,dJ'=^.0Hz),8.82(lH,d,J=2.0Hz),11.03(lH,brs),12.65(lH,brs). 


331 


1 .05-1 .20(lH,m), 1 .22-1 .36(2H,inXl .41-1 .54(2H,m),l .58-1 .74(3H,m),l .77-1 .92(4H, 
m),2.16-2.24(2H,m),2.34-2.42(lH,m),2.95(2H,t,J=12.2Hz),3.25-3.36(7H,m),3.52-3. 

64(2H,m),4.07(2H,d,J==12.2Hz),6.80(lH, s;, 
s),7.49(lH,d,J=l-5Hz),7.57(lH,d,J=1.5Hz),8.40(lH,d,J=2.4H2),8.83(lH,d,J=^.4Hz), 

10.73(lH,brs),12.67(lH,s). 


332 


1.08-1.19(lH,m),1.29(2H.q.J=13.0Hz),1.47(2H.q,J=U.2Hz),1.60-1.82(5H,m),1.87(2 

H, d,J=13.2Hz),2.19(2H,d.J=10.7Hz),2.32-2.41(lH^)^.58(3H,d,J=^-4Hz),2.94(2H,t 

, J=l 1 .5Hz),3 .24-3 .66(9H^),4.08(2H,a,J— 1 2. /rlzj, / .4y(, i ri,a,j i . jnz;, / . j / 1, i n,u, j 

I. 5Hz),7.79(lH,q.J=4.6Hz),8.40(lH,d^=1.9Hz),8.83(lH,d,J=1.9Hz),10.68(lH,brs),l 

2.67(lH,s). 


333 


0.84(3H,t,J=7.3Hz),1.08-1.21(lH^),1.22-1.34(2H,m),1.35-1.54(4H,m),1.59-1.82(5 
Hm^l 83-1 92f2Hm^2 14-2 23(2H,m'),2.34-2.43(lH,m),2.90-2.99(2H^),3.01(2H, 
q,J=6.9Hz),3.20-3.60(7H,m),3.55-3.65(2H^),4.04-4.12(2H,m),7.50(lH,d,J=l-5Hz), 
7.58(lH,d,J=1.5Hz).7.83(lH,U=5.8Hz),8.40(lH,d,J=2.4Hz),8.83(lH,d,J=2.4Hz),10. 
53(lH,brs),12.68(lH,brs). 


338 


1.13-1.20(lH,m),1.21-1.35(2H^),1.42-1.55(2H,m),1.58-1.74(7H,m),2.16-2.23(2H, 
m),2.38-2.46(lH,m)2.88-3.00(2H,m),3.18-3.36(7H,m),3-25(3H,s).3.48-3.68(6H,m),4 
.08-4.13(2H,m),7:49(lH,d,J=L4Hz),7.56(lH,d,J=l,4Hz),7.94(lH,t,J=5.8Hz),8.39(l 
H.dJ=2.0Hz),8.83(lH,dJ=2.0Hz),10.81(lH.brs).12.66(lH,brs). 
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I. ll(3H,U=6.9Hz),1.07-1.21(lH^),1.23-1.36(2H,m),1.42-1.52(2H,m),1.60-1.91(7 
H,m),2.14-2.27(2H,m)2.35-2.48(lH,ni),2.87-3.00(2H,m),3.20(2H,q,J=5.8Hz),3.20-3 
.42(9H,m),3 .43 (2H,q, J=6.9H2),3 .54-3 .66(2H^),4.00-4. 14(2H,m),7.49(lH,d J-1 .4H 
z),7.58(lH,d,J=l .4Hz),7.92(lH,U=5.8Hz),8.40(lH.d,J=l .9Hz),8.82(lH,d,J=l .9Hz), 

II . 00(lH.brs) J2.67(lH,brs). 


340 


1.04-1 .20(1H^),1 .23-1 .36(2H^),1 .46-1 .56(2H,m),l .57-1 .92(7H,m),1.63(2H,t,J=6. 
9Hz),2.16-2.28(2H,m)2.32-2.42(lH,m),2.85-2.98(2H,m),3.06-3.13(2H^),3.22(3H,s 
),3.21-3.45(9H,m),3.54-3.67(2H,m),4.02-4.20(2H,m),7.49(lH,d,J=1.5Hz),7.56(lH,d, 
J=1.5Hz),7.88(lH,U=5.5Hz),8.39(lH,d,J=2.0Hz),8.82(lH,d,J=2.0Hz),11.27(lH,brs) 
,12.65(1 H,brs). 


344 


1.07-1. 19(lH,m),1.29(2H,q,J=12.1Hz),1.48(2H,q,J=11.2Hz),1.60-1.78(5H^),1.86(2 
H,d,J=l 2.7Hz),2.20(2H,d,J=l 0.2Hz),2.83(3H,s),2.89-3 .06(3H,m),3.07(3H,s),3 .22-3 . 
38(7H,m),3.60(2H,d,J=7.8Hz),4.09(2H,d,J=13.2Hz),7.49(lH,d,J=1.4Hz),7.57(lH,d,J 
=1.4Hz),8.39(lH,d,J=2.5Hz),8.83(lH,d.J=2.4Hz),10.88(lH.brs),12.66(lH,s). 


350 


1 .07-1 .20(lH,m),l .22-1 .36(2H^),1 .41-1 ,56(4H,m),l .60-1 .67(lH,m),l -80-1 .92(4H, 
m),2.15-2.24(2H,m)3.13-3.37(9H^),3.55-3.63(2H.m),3.68-3.76(lH,m),3.79-3.87(2 
H,m),7.49(lH,dJ=1.4Hz),7.57(lH,d,J=1.4Hz).8.38(lH,d,J=2.4Hz),8.82(lH,d,J=2.4 
Hz).10.92(lH,brs),12.66(lH.s). 


363 


1 .06-1 .20(1H^),1 .22-1 .37(2H^),1 .42-1 .57(4H,m),l .59-1 .68(lH,m),l .8 1 (3H.s),l .8 
2-1 .90(4H,m),2. 1 6-2.26(2H,m),3.07(2H,t,J=l 1 .2Hz),3.2 1 -3.41 (7H,m),3 .54-3 .64(2H, 
m),3.82-4.08(3H,m),7.49(lH,d,J=1.4Hz).7.57(lH,d,J=1.4Hz),7.90(lH,dJ=7.8Hz),8. 
40(lH,d,J=1.9Hz),8.84(lH,dJ=1.9Hz),11.06(lH,brs),12.67(lH,s). 


368 


1.05-1.20(lH,m),1.21-1.36(2H,m),1.42-1.55(2H,m),1.57-1.67(lH^),1.81-1.92(2H, 
m),2.18-2.24(2H,m)^.94-3.03(4H,m),3.18-3.80(15H,m),7.49(lH,d,J=1.4Hz),7.57(l 
H,d,J=l .4Hz),8.42(lH,a,J— 2.2Hz),6.ootlJn.,a,J— Z.ZttZj,! i.iot^ii^^ / nin,Drsj. 


362 


1 .06-1 .20(1H^), 1 .22-1 .36(2H^), 1 .40-1 .54(2H,m), 1.58-1 .69(lH,m),l .81 -1 .92(2H, 
m),2.13-2.24(2H,m),3.23-3.38(9H,m),3.57-3.63(2H,m),3.77(2H,t,J=5.4Hz),4.05(2H, 
brs),7.49(lH,d,J=1.5Hz),7.57(lH,d,J=1.5Hz),8.05(lH,brs),8.45(lH,d,J=1.9Hz),8.86( 
lH.dJ=1.9Hz),10.62(lH,brs),12.73(lH,s). 


372 


1.07-1.21(lH,m),1.20-1.37(2H^),1.37-1.52(2H,m),1.60-1.77(lH,m),1.83-1.92(2H, 

m).2.10-2.23(2H,in),2.53-2.54(2H,m),3.15-3.37(9H,m),3.57-3.68(6H^),7.50(lH,s), 

7.57(lH.s).7.63-7.70(lH.m),8.43(lH,s)8.82(lH,s).10.26(lH,brs),12.68(lH.brs). 



>^?*5. ^tfj^ No f^^b-g-i^*-^^^ R', R^ R"^. ^> R° R^ R^. R^ R^ R"". R"^. 
j^BB^ rCc rDd j^ee^ j^ff^ p^gg j^— ig^ttnc^a^S^^-To t^^oT^ Mx.ff^ 2 3 J;i:fc^V^ 

T r(No:RJ) = (A0001:HO-CH2-O)J r^fb-^''^*-^ A0001 (^'fb^i^fl-iiS^^<^« 
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m2 3) 




(No:R'')= 

(A0001:HO-CH2-O),(A0002:MeO-CH2-O),(A0003:EtO2C-CH2-O),(A0004:HO2C-CH 
2-O),(A0005:H2NOC-CH2-O).(A0006:cyano-CH2-O),(A0007:MeHNOC-CH2-O),(A00 
08:Me2NOC-CH2-O),(A0009:F3C-CH2-O).(A0010:HO-(CH2)2-O).(A0011:MeO-(CH2) 

2- O).(A0012:EtO2C-(CH2)2-O).(A0013:HO2C-(CH2)2-O),(A0014:H2NOC-(CH2)2-O),( 
A0015:cyano-(CH2)2-O),(A0016:MeHNOC-(CH2)2-O),(A0017:Me2NOC-(CH2)2-O),( 
A0018:F3C-(CH2)2-O).(A0019:HO-(CH2)3-O),(A0020:MeO-(CH2)3-O).(A0021:EtO2C 
-(CH2)3-O).(A0022:HO2C-(CH2)3-O).(A0023:H2NOC-(CH2)3-O).(A0024:cyano-(CH2) 

3- O),(A0025:MeHNOC-(CH2)3-O).(A0026:Me2NOC-(CH2)3-O),{A0027:F3C-(CH2)3- 
O),(A0028:1-HO-cHex-O),(A0029:1-MeO-cHex-O).(A0030:1-EtO2C-cHex-O),(A00 
31:1 -HO2C-cHex-O),(A0032: 1 -H2NOC-cHex-O),(A0033:1 -cyano-cHex-O) ,(A0034: 

1- MeHNOC-cHex-O),(A0035: 1 -Me2NOC-cHex-O),(A0036: 1 -F3C-cHex-O),(A0037: 

2- HO-cHex-O).(A0038:2-MeO-cHex-O),(A0039:2-EtO2C-cHex-O).(A0040:2-HO2C- 
cHex-O),(A0041:2-H2NOC-cHex-O),(A0042:2-cyano-cHex-O),(A0043:2-MeHNOC- 
cHex-O),(A0044:2-Me2NOC-cHex-O),(A0045:2-F3C-cHex-O),(A0046:3-HO-cHex- 
O).(A0047:3-MeO-cHex-O),(A0048:3-EtO2C-cHex-O),(A0049:3-HO2C-cHex-O),(A 
0050:3-H2NOC-cHex-O),(A0051:3-cyano-cHex-O),{A0052:3-MeHNOC-cHex-O),(A 
0053:3-Me2NOC-cHex-O),{A0054:3-F3C-cHex-O),(A0055:4-HO-cHex-O),(A0056:4 
-MeO-cHex-O),(A0057:4-EtO2C-cHex-O),(A0058:4-HO2C-cHex-O),(A0059:4-H2N 
OC-cHex-O),(A0060:4-cyano-cHex-O),(A0061:4-MeHNOC-cHex-O),(A0062:4-Me2 
NOC-cHex-O),(A0063:4-F3C-cHex-O),(A0064:3-HO-cPen-O).(A0065:3-MeO-cPen 
-O),(A0066:3-EtO2C-cPen-O),(A0067:3-HO2C-cPen-O),(A0068:3-H2NOC-cPen-O), 

I (A0069:3-cyano-cPen-O). (A0070:3-MeHNOC-cPen-O),(A0071 :3-Me2NOC-cPen-0 
),(A0072-.3-F3C-cPen-O),(A0073:3-HO-cBu-O),(A0074:3-MeO-cBu-O).(A0075:3-Et 
O2C-cBu-O).(A0076:3-HO2C-cBu-O).(A0077:3-H2NOC-cBu-O),(A0078:3-cyano-cB 
u-O),(A0079:3-MeHNOC-cBu-O),(A0080:3-Me2NOC-cBu-O),(A0081:3-F3C-cBu-O) 
,(A0082:2-HO-cPr-O).(A0083:2-MeO-cPr-O).(A0084:2-EtO2C-cPr-O),(A0085:2-HO 
2C-cPr-O),(A0086:2-H2NOC-cPr-O).(A0087:2-cyano-cPr-O),(A0088:2-MeHNOC-c 
Pr-O),(A0089:2-Me2NOC-cPr-O),(A0090:2-F3C'CPr-O),(A0091:HO-CH2-HN),(A009 
2:MeO-CH2-HN).(A0093:EtO2C-CH2-HN).(A0094:HO2C-CH2-HN). 
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m23m%) \ 

(A0095:H2NOC-CH2-HN).(A0096:cyano-CH2-HN),(A0097:MeHNOC-CH2-HN).(A00 

98:Me2NOC-CH2-HN).(A0099:F3C-CH2-HN).(A01 00:HO-(CH2)2-HN),(A01 01 :MeO-( 

CH2)2-HN),(A0102:EtO2C-(CH2)2-HN),(A0103:HO2C-(CH2)2-HN),(A0104:H2NOC-( 

CH2)2-HN),(A0105:cyano-(CH2)2-HN),(A0106:MeHNOC-(CH2)2-HN),(A0107:Me2N 

OC-(CH2)2-HN),(A0108:F3C-(CH2)2-HN).{A0109:HO-(CH2)3-HN),(A0110:MeO-(CH2 

)3-HN).(A0111:EtO2C-(CH2)3-HN),(A0112:HO2C-(CH2)3-HN).(A0113:H2NOC-(CH2)3 

-HN).(A0114:cyano-(CH2)3-HN),(A0115:MeHNOC-(CH2)3-HN).(A0116:Me2NOC-(C 

H2)3-HN).(A0117:F3C-(CH2)3-HN).(A0118:1-HO-cHex-HN).(A0119:1-MeO-cHex-HN 

),(A01 20: 1 -EtO2C-cHex-HN),(A01 21 : 1 -HO2C-cHex-HN),(A01 22: 1 -H2NOC-cHex-H 

N),(A0123:1-cyano-cHex-HN),(A0124:1-MeHNOC-cHex-HN),(A0125:1-Me2NOC-c 

Hex-HN),(A0126:1-F3C-cHex-HN).(A0127:2-HO-cHex-HN).(A0128:2-MeO-cHex-H 

N).(A0129:2-EtO2C-cHex-HN).{A0130:2-HO2C-cHex-HN),(A0131:2-H2NOC-cHex- 

HN),(A0132:2-cyano-cHex-HN),(A0133:2-MeHNOC-cHex-HN),(A0134:2-Me2NOC- 

cHex-HN),(A01 35:2-F3C-cHex-HN),(A01 36:3-HO-cHex-HN),(A01 37:3-MeO-cHex- 

HN),(A0138:3-EtO2C-cHex-HN),(A0139:3-HO2C-cHex-HN),(A0140:3-H2NOC-cHex 

-HN),(A0141:3-cyano-cHex-HN),(A0142:3-MeHNOC-cHex-HN),(A0143:3-Me2NOC 

-cHex-HN),(A0144:3-F3C-cHex-HN),(A0145:4-HO-cHex-HN).(A0146:4-MeO-cHex- 

HN),(A0147:4-EtO2C-cHex-HN),(A0148:4-HO2C-cHex-HN).(A0149:4-H2NOC-cHex 

-HN),(A0150:4-cyano-cHex-HN),(A0151:4-MeHNOC-cHex-HN),(A0152:4-Me2NOC 

-cHex-HN),{A0153:4-F3C-cHex-HN),(A0154:3-HO-cPen-HN).(A0155:3-MeO-cPen- 

HN).(A0156:3-EtO2C-cPen-HN),(A0157:3-HO2C-cPen-HN).(A0158:3-H2NOC-cPen 

-HN),(A01 59:3-cyano-cPen-HN),(A01 60:3-MeHNOC-cPen-HN),(A0161 :3-Me2NOC 

-cPen-HN),(A0162:3-F3C-cPen-HN).(A0163:3-HO-cBu-HN).(A0164:3-MeO-cBu-H 

N),(A0165:3-EtO2C-cBu-HN),(A0166:3-HO2C-cBu-HN),(A0167:3-H2NOC-cBu-HN), 

(A0168:3-cyano-cBu-HN),(A0169:3-MeHNOC-cBu-HN),(A0170:3-Me2NOC-cBu-H 

N).(A0171:3-F3C-cBu-HN).(A0172:2-HO-cPr-HN).(A0173:2-MeO-cPr-HN).(A0174: 

2-EtO2C-cPr-HN).(A01 75:2-HO2C-cPr-HN).(A01 76:2-H2NOC-cPr-HN),(A01 77:2-cy 

ano-cPr-HN),(A0178:2-MeHNOC-cPr-HN),(A0179:2-Me2NOC-cPr-HN),(A0180:2-F 

3C-cPr-HN).(A0181:HO-CH2-MeN),(A0182:MeO-CH2-MeN).(A0183:EtO2C-CH2-Me 

N),(A0184:HO2C-CH2-MeN),(A0185:H2NOC-CH2-MeN),{A0186:cyano-CH2-MeN),( 

A0187:MeHNOC-CH2-MeN),(A0188:Me2NOC-CH2-MeN).(A0189:F3C-CH2-MeN),( 

A0190:HO-(CH2)2-MeN),(A0191:MeO-(CH2)2-MeN),(A0192:EtO2C-(CH2)2-MeN),(A 

0193:HO2C-(CH2)2-MeN),(A0194:H2NOC-(CH2)2-MeN),(A0195:cyano-(CH2)2-MeN) 

,(A0196:MeHNOC-(CH2)2-MeN),(A0197:Me2NOC-(CH2)2-MeN),(A0198:F3C-(CH2)2 

-MeN),(A0199:HO-(CH2)3-MeN),(A0200:MeO-(CH2)3-MeN),(A0201:EtO2C-(CH2)3- 

MeN).(A0202:HO2C-(CH2)3-MeN).(A0203:H2NOC-(CH2)3-MeN),(A0204:cyano-(CH 

2)3-MeN),(A0205:MeHNOC-(CH2)3-MeN).(A0206:Me2NOC-(CH2)3-MeN). 
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(A0207:F3C-(CH2)3-MeN),(A0208:1-HO-cHex-MeN).(A0209:1-MeO-cHex-MeN),(A 

021 0: 1 -EtO2C-cHex-MeN),(A021 1 : 1 -HO2C-cHex-MeN).(A021 2: 1 -HaNOC-cHex-Me 

N),(A0213:1-cyano-cHex-MeN),(A0214:1-MeHNOC-cHex-MeN),(A0215:1-Me2NO 

C-cHex-MeN),(A0216:1-F3C-cHex-MeN),(A0217:2-HO-cHex-MeN),(A0218:2-MeO- 

cHex-MeN).(A0219:2-EtO2C-cHex-MeN),(A0220:2-HO2C-cHex-MeN).(A0221:2-H2 

NOC-cHex-MeN).(A0222:2-cyano-cHex-MeN).(A0223:2-MeHNOC-cHex-MeN).(A0 

224:2-Me2NOC-cHex-MeN),(A0225:2-F3C-cHex-MeN),(A0226:3-HO-cHex-MeN),( 

A0227:3-MeO-cHex-MeN),(A0228:3-EtO2C-cHex-MeN).(A0229:3-HO2C-cHex-Me 

N),(A0230:3-H2NOC-cHex-MeN),(A0231:3-cyano-cHex-MeN).(A0232:3-MeHNOC- 

cHex-MeN),(A0233:3-Me2NOC-cHex-MeN),(A0234:3-F3C-cHex-MeN).(A0235:4-H 

O-cHex-MeN).(A0236:4-MeO-cHex-MeN),(A0237:4-EtO2C-cHex-MeN).(A0238:4-H 

O2C-cHex-MeN),(A0239:4-H2NOC-cHex-MeN),(A0240:4-cyano-cHex-MeN),(A024 

1:4-MeHNOC-cHex-MeN),(A0242:4-Me2NOC-cHex-MeN),(A0243:4-F3C-cHex-Me 

N).(A0244:3-HO-cPen-MeN),(A0245:3-MeO-cPen-MeN),(A0246:3-EtO2C-cPen-Me 

N),(A0247:3-HO2C-cPen-MeN),(A0248:3-H2NOC-cPen-MeN).(A0249:3-cyano-cPe 

n-MeN),(A0250:3-MeHNOC-cPen-MeN),(A0251:3-Me2NOC-cPen-MeN),(A0252:3- 

F3C-cPen-MeN).(A0253:3-HO-cBu-MeN),(A0254:3-MeO-cBu-MeN),(A0255:3-EtO2 

C-cBu-MeN).(A0256:3-HO2C-cBu-MeN),(A0257:3-H2NOC-cBu-MeN),(A0258:3-cy 

ano-cBu-MeN),(A0259:3-MeHNOC-cBu-MeN),(A0260:3-Me2NOC-cBu-MeN).(A02 

61:3-F3C-cBu-MeN),(A0262:2-HO-cPr-MeN).(A0263:2-MeO-cPr-MeN),(A0264:2-Et 

O2C-cPr-MeN).(A0265:2-HO2C-cPr-MeN).(A0266:2-H2NOC-cPr-MeN).(A0267:2-cy 

ano-cPr-MeN).(A0268:2-MeHNOC-cPr-MeN),(A0269:2-Me2NOC-cPr-MeN),(A0270 

:2-F3C-cPr-MeN),(A0271:(oxetan-3-yl)-O).(A0272:(tetrahydrofuran-3-yI)-O),(A0273 

:(tetrahydro-2H-pyran-3-yl)-O),(A0274:(tetrahydro-2H-pyran-4-yl)-O),(A0275:(oxeta 

n-2-yl)-CH2-O),(A0276:(oxetan-3-y0-CH2-O),(A0277:(tetrahydrofuran-2-yl)-CH2-O), 

(A0278:(tetrahydrofuran-3-yl)-CH2-O).(A0279:(tetrahydro-2H-pyran-2-yl)-CH2-O),( 

A0280:(tetrahydro-2H-pyran-3-yl)-CH2-O).(A0281:(tetrahydro-2H-pyran-4-yl)-CH2- 

0),(A0282:(morpholin-2-yl)-CH2-0),(A0283:(morpholin-3-yl)-CH2-0).(A0284:mor-C 

H2-O),(A0285:(1,4-dioxan-2-yl)-CH2-O),(A0286:(oxetan-2-yl)-(CH2)2-O).(A0287:(ox 

etan-3-yl)-HN),(A0288:(tetrahydrofuran-3-yl)-HN),(A0289:(tetrahydro-2H-pyran-3-yl 

)-HN),(A0290:(tetrahydro-2H-pyran-4-yl)-HN).(A0291:(oxetan-2-yl)-CH2-HN),(A029 

2:(oxetan-3-yl)-CH2-HN),(A0293:(tetrahydrofuran-2-yl)-CH2-HN),(A0294:(tetrahydr 

ofuran-3-yl)-CH2-HN),(A0295:(tetrahydro-2H-pyran-2-yl)-CH2-HN),(A0296:(tetrahy 

dro-2H-pyran-3-yl)-CH2-HN),(A0297:(tetrahydro-2H-pyran-4-yl)-CH2-HN),(A0298:( 

morpholin-2-yl)-CH2-HN),(A0299:(morpholin-3-yl)-CH2-HN),(A0300:mor-CH2-HN),( 

A0301:(1,4-dioxan-2-yl)-CH2-HN).(A0302:(oxetan-3-yl)-MeN),(A0303:(tetrahydrofur 

an-3-yl)-MeN).(A0304:(tetrahydro-2H-pyran-3-yl)-MeN). 
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(A0305:(tetrahydro-2H-pyran-4-yl)-MeN),(A0306:(oxetan-2-yl)-CH2-MeN).(A0307:( 

oxetan-3-yl)-CH2-MeN),(A0308:(tetrahydrofuran-2-yl)-CH2-MeN),(A0309:(tetrahydr 

ofuran-3-yl)-CH2-MeN),(A031 0:(tetrahydro-2H-pyran-2-yl)-CH2-MeN),(A031 1 :(tetra 

hydro-2H-pyran-3-yl)-CH2-MeN),(A0312:(tetrahydro-2H-pyran-4-yl)-CH2-MeN),(A0 

313:(morphoIin-2-yl)-CH2-MeN),(A0314:(morpholin-3-yl)-CH2-MeN).(A0315:mor-C 

H2-MeN).(A0316:(1,4-dioxan-2-yl)-CH2-MeN).(A0317:HO2C-CH2CH(OH)-O),(A031 

8:H2NOC-CH2CH(OH)-O).(A0319:cyano-CH2CH(OH)-O).(A0320:HO2C-CH2CH(O 

Me)-O).(A0321:H2NOC-CH2CH(OMe)-O),(A0322:cyano-CH2CH(OMe)-O),(A0323: 

HO-CH2CH(OH)CH2-O).(A0324:MeO-CH2CH(OH)CH2-O),(A0325:HO2C-CH2CH(O 

H)CH2-O),(A0326:H2NOC-CH2CH(OH)CH2-O),(A0327:cyano-CH2CH(OH)CH2-O).( 

A0328:HO-CH2CH(OMe)CH2-O).(A0329:MeO-CH2CH(OMe)CH2-O).(A0330:HO2C 

-CH2CH(OMe)CH2-O).(A0331:H2NOC-CH2CH(OMe)CH2-O).(A0332:cyano-CH2CH 

(OMe)CH2-O),(A0333:HO2C-CH2CH(OH)-HN),(A0334:H2NOC-CH2CH(OH)-HN),(A 

0335:cyano-CH2CH(OH)-HN),(A0336:HO2C-CH2CH(OMe)-HN),(A0337:H2NOC-C 

H2CH(OMe)-HN),(A0338:cyano-CH2CH(OMe)-HN),(A0339:HO-CH2CH(OH)CH2-H 

N).(A0340:MeO-CH2CH(OH)CH2-HN),(A0341:HO2C-CH2CH(OH)CH2-HN),(A0342: 

H2NOC-CH2CH(OH)CH2-HN).(A0343:cyano-CH2CH(OH)CH2-HN),(A0344:HO-CH2 

CH(OMe)CH2-HN),(A0345:MeO-CH2CH(OMe)CH2-HN),(A0346:HO2C-CH2CH(OM 

e)CH2-HN).(A0347:H2NOC-CH2CH(OMe)CH2-HN),(A0348:cyano-CH2CH(OMe)CH 

2-HN).(A0349:HO2C-CH2CH(OH)-MeN).(A0350:H2NOC-CH2CH(OH)-MeN),(A0351 

:cyano-CH2CH(OH)-MeN).(A0352:HO2C-CH2CH(OMe)-MeN),(A0353:H2NOC-CH2 

CH(OMe)-MeN).(A0354:cyano-CH2CH(OMe)-MeN),(A0355:HO-CH2CH(OH)CH2- 

MeN),(A0356:MeO-CH2CH(OH)CH2-MeN),(A0357:HO2C-CH2CH(OH)CH2-MeN).( 

A0358:H2NOC-CH2CH(OH)CH2-MeN).(A0369:cyano-CH2CH(OH)CH2-MeN),(A036 

0:HO-CH2CH(OMe)CH2-MeN),(A0361:MeO-CH2CH(OMe)CH2-MeN),(A0362:HO2 

C-CH2CH(OMe)CH2-MeN),(A0363:H2NOC-CH2CH(OMe)CH2-MeN).(A0364:cyano- 

CH2CH(OMe)CH2-MeN).(A0365:HO-(CH2)2-(HO(CH2)2)N),(A0366:MeO-(CH2)2-(H 

O(CH2)2)N).(A0367:HO2C-(CH2)2-(HO(CH2)2)N).(A0368:H2NOC-(CH2)2-(HO(CH2)2) 

N),(A0369:cyano-(CH2)2-(HO(CH2)2)N),(A0370:HO-(CH2)3-(HO(CH2)2)N),(A0371:M 

eO-(CH2)3-(HO(CH2)2)N),(A0372:HO2C-(CH2)3-(HO(CH2)2)N),(A0373:H2NOC-(CH2 

)3-(HO(CH2)2)N).(A0374:cyano-(CH2)3-(HO(CH2)2)N),(A0375:HO-(CH2)2-(MeO(CH2 

)2)N),(A0376:MeO-(CH2)2-(MeO(CH2)2)N),(A0377:HO2C-(CH2)2-(MeO(CH2)2)N),(A 

0378:H2NOC-(CH2)2-(MeO(CH2)2)N),(A0379:cyano-(CH2)2-(MeO(CH2)2)N),(A0380: 

HO-(CH2)3-(MeO(CH2)2)N),(A0381:MeO-(CH2)3-(MeO(CH2)2)N),(A0382:HO2C-(CH 

2)3-(MeO(CH2)2)N),(A0383:H2NOC-(CH2)3-(MeO(CH2)2)N).(A0384:cyano-(CH2)3-(M 

eO(CH2)2)N). 
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(^2 4) 




(No:R'^)= 

(A0385:3-HO-pyrr),(A0386:3-MeO-pyrr),(A0387:3-HO2C-pyrr),(A0388:3-H2NOC-py 

rr).(A0389:3-cyano-pyrr),(A0390:3-MeHNOC-pyrr),(A0391:3-Me2NOC-pyrr),(A0392 

:3-F3C-pyrr),(A0393:3-F-pyrr),(A0394:3-oxo-pyrr).(A0395:3-H2N62S-pyrr),(A0396: 

3-HO3S-pyrr),(A0397:3-ttrz-pyrr),(A0398:3-HOCH2-pyrr),(A0399:3-MeOCH2-pyrr),( 

A0400:3-HO2CCH2-pyrr),(A0401:3-H2NOCCH2-pyrr),(A0402:3-(cyano-CH2)-pyrr),( 

A0403:3-HO2CCH2O-pyrr).(A0404:3-H2NOCCH2O-pyrr),(A0405:3-HO-pipe),(A040 

6:3-MeO-pipe),(A0407:3-HO2C-pipe).(A0408:3-H2NOC-pipe).(A0409:3-cyano-pjpe 

),(A0410:3-MeHNOC-pipe).(A0411:3-Me2NOC-pipe),(A0412:3-F3C-pipe),(A0413:3- 

F-plpe).(A0414:3-oxo-plpe),(A0415:3-H2NO2S-pipe),(A0416:3-HO3S-pipe),(A0417: 

3- ttr2-pipe),(A0418:3-HOCH2-plpe).(A0419:3-MeOCH2-pipe),(A0420:3-HO2CCH2-p 
ipe).(A0421:3-H2NOCCH2-pipe),(A0422:3-(cyano-CH2)-pipe),(A0423:3-HO2CCH2O 
-pipe),(A0424:3-H2NOCCH2O-pipe),(A0425:4-HO-pipe).(A0426:4-MeO-pipe).(A04 
27:4-HO2C-pipe),(A0428:4-H2NOC-pipe),(A0429:4-cyano-pipe),(A0430:4-MeHNO 
C-pipe),(A0431:4-Me2NOC-pipe),(A0432:4-F3C-pipe),(A0433:4-F-pipe),(A0434:4-o 
xo-pipe),(A0435:4-H2NO2S-plpe),(A0436:4-HO3S-pipe),(A0437:4-ttrz-pipe),(A0438: 

4- HOCH2-pipe).(A0439:4-MeOCH2-pipe).(A0440:4-HO2CCH2-pipe),(A0441:4-H2N 
OCCH2-pipe),(A0442:4-(cyano-CH2)-pipe),(A0443:4-HO2CCH2O-pipe),(A0444:4-H 
2NOCCH20-pipe). 

(^2 5) 




(NO:R'-)= 

(A0445:HO-CH2-O),(A0446:MeO-CH2-O).(A0447:EtO2C-CH2-O).(A0448:HO2C-CH 
2-O).(A0449:H2NOC-CH2-O),(A0450:cyano-CH2-O).(A0451:HQ-(CH2)2-O). 
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m2 5m^) 

(A0452:MeO-(CH2)2-O),(A0453:EtO2C-(CH2)2-O),(A0454:HO2C-(CH2)2-O),(A0455: 
H2NOC-(CH2)2-O).(A0456:cyano-(CH2)2-O),(A0457:HO-(CH2)3-O),(A0458:MeO-(C 

H2)3-O),(A0459:EtO2C-(CH2)3-O),(A0460:HO2C-(CH2)3-O),(A0461:H2NOC-(CH2)3- 

O),(A0462:cyano-(CH2)3-O),(A0463:HO-CH2-HN),(A0464:MeO-CH2-HN),(A0465:Et 

O2C-CH2-HN),(A0466:HO2C-CH2-HN),(A0467:H2NOC-CH2-HN),(A0468:cyano-CH 

2- HN),(A0469:HO-(CH2)2-HN),(A0470:MeO-(CH2)2-HN),(A0471:EtO2C-(CH2)2-HN). 
(A0472:HO2C-(CH2)2-HN).(A0473:H2NOC-(CH2)2-HN),(A0474:cyano-(CH2)2-HN),( 
A0475:HO-(CH2)3-HN),(A0476:MeO-(CH2)3-HN).(A0477:EtO2C-(CH2)3-HN),(A0478 
:HO2C-(CH2)3-HN),(A0479:H2NOC-(CH2)3-HN),(A0480:cyano-(CH2)3-HN),(A0481: 
HO-CH2-MeN),(A0482:MeO-CH2-MeN).(A0483:EtO2C-CH2-MeN),(A0484:HO2C-C 
H2-MeN),(A0485:H2NOC-CH2-MeN),(A0486:cyano-CH2-MeN),(A0487:HO-(CH2)2- 
MeN),(A0488:MeO-(CH2)2-MeN).(A0489:EtO2C-(CH2)2-MeN).(A0490:HO2C-(CH2)2 
-MeN),(A0491:H2NOC-(CH2)2-MeN),(A0492:cyano-(CH2)2-MeN).(A0493:HO-(CH2) 

3- MeN),(A0494:MeO-(CH2)3-MeN),(A0495:EtO2C-(CH2)3-MeN),(A0496:HO2C-(CH2 
)3-MeN),(A0497:H2NOC-(CH2)3-MeN),(A0498:cyano-(CH2)3-MeN). 



(A0499:2-HO2C-azet),(A0500:2-H2NOC-azet),(A0501:2-cyano-azet),(A0502:2-Me 

HNOC-azet),(A0503:2-Me2NOC-azet),(A0504:2-(MeO(CH2)2-(HNOC))-azet),(A050 

5:2-(MeO(CH2)3-(HNOC))-azet),(A0506:2-(mor-OC)-azet),(A0507:2-F3C-azet).(A05 

08:2-oxo-azet),(A0509:2-H2NO2S-azet).(A0510:2-HO3S-azet),(A0511:2-ttrz-azet),( 

A0512:2-HOCH2-azet),(A0513:2-MeOCH2-azet),(A0514:2-HO2CCH2-azet).(A0515: 

2-H2NOCCH2-azet),(A0516:2-(cyano-CH2)-azet).(A0517:2-HO(CH2)2-azet).(A0518: 

2-MeO(CH2)2-azet),(A0519:2-HO2C(CH2)2-azet).(A0520:2-H2NOC(CH2)2-azet).(A0 

521:2-(cyano-(CH2)2)-azet).(A0522:3-HO-azet),(A0523:3-MeO-azet),(A0524:3-HO 

2C-azet),(A0525:3-H2NOC-azet).(A0526:3-cyano-azet),(A0527:3-MeHNOC-azet).( 

A0528:3-Me2NOC-azet).(A0529:3-(MeO(CH2)2-(HNOC))-azet).(A0530:3-(MeO(CH 

2)3-(HNOC))-azet),(A0531:3-(mor-OC)-azet).(A0532:3-F3C-azet).(A0533:3-F-azet). 

(A0534:3-oxo-azet).(A0535:3-H2NO2S-azet).(A0536:3-HO3S-azet),(A0537:3-ttrz-az 

et),(A0538:3-HOCH2-azet).(A0539:3-MeOCH2-azet),(A0540:3-HO2CCH2-azet), 



• m2 6) 




(No:R'^)= 
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(A0541:3-H2NOCCH2-a2et),(A0542:3-(cyano-CH2)-azet),(A0543:3-HO(CH2)2-azet), 

(A0544:3-MeO(CH2)2-azet),(A0545:3-HO2C(CH2)2-azet),(A0546:3-H2NOC(CH2)2-a 

zet),(A0547:3-(cyano-(CH2)2)-azet),(A0548:3-HO2CCH2O-azet).(A0549:3-H2NOCC 

H2O-azet),(A0550:2-HO2C-pyrr).(A0551:2-H2NOC-pyrr),(A0552:2-cyano-pyrr),(A05 

53:2-MeHNOC-pyrr).(A0554:2-Me2NOC-pyrr),(A0555:2-(MeO(CH2)2-(HNOC))-pyrr 

),(A0556:2-(MeO(CH2)3-(HNOC))-pyrr),(A0557:2-(mor-OC)-pyrr),(A0558:2-F3C-pyr 

r),(A0559:2-oxo-pyrr),(A0560:2-H2NO2S-pyrr),(A0561:2-HO3S-pyrr),(A0562:2-ttrz-p 

yrr),(A0563:2-HOCH2-pyrr),(A0564:2-MeOCH2-pyrr).(A0565:2-HO2CCH2-pyrr),(A0 

566:2-H2NOCCH2-pyrr),(A0567:2-(cyano-CH2)-pyrr),(A0568:3-HO-pyrr),(A0569:3- 

MeO-pyrr).(A0570:3-HO2C-pyrr),(A0571:3-H2NOC-pyrr),(A0572:3-cyano-pyrr).(A0 

573:3-MeHNOC-pyrr),(A0574:3-Me2NOC-pyrr),(A0575:3-(MeO(CH2)2-(HNOC))-pyr 

r),(A0576:3-(MeO(CH2)3-(HNOC))-pyrr).(A0577:3-(mor-OC)-pyrr).(A0578:3-F3C-py 

rr),(A0579:3-F-pyrr),(A0580:3-oxo-pyrr).(A0581:3-H2NO2S-pyrr),(A0582:3-HO3S-py 

rr),(A0583:3-ttr2-pyrr),(A0684:3-HOCH2-pyrr),(A0585:3-MeOCH2-pyrr),(A0586:3-H 

O2CCH2-pyrr),(A0587:3-H2NOCCH2-pyrr).(A0588:3-(cyano-CH2)-pyrr),(A0589:3-H 

O2CCH2O-pyrr),(A0590:3-H2NOCCH2O-pyrr),(A0591:2-HO2C-pipe).(A0592:2-H2N 

OC-pipe),(A0593:2-cyano-pipe),(A0594:2-MeHNOC-pipe),(A0595:2-Me2NOC-pipe 

),(A0596:2-(MeO(CH2)2-(HNOC))-pipe),(A0597:2-(MeO(CH2)3-(HNOC))-pipe),(A05 

98:2-(mor-OC)-pipe),(A0599:2-F3C-pipe),(A0600:2-oxo-pipe),(A0601:2-H2NO2S-pi 

pe),(A0602:2-HO3S-pipe),(A0603:2-ttrz-pipe),(A0604:2-HOCH2-pipe),(A0606:2-Me 

OCH2-pipe),(A0606:2-HO2CCH2-pipe),(A0607:2-H2NOCCH2-pipe).(A0608:2-(cyan 

o-CH2)-pipe),(A0609:2-HO(CH2)2-pipe),(A0610:3-HO-pipe),(A0611:3-MeO-pipe),(A 

0612:3-HO2C-pipe),(A0613:3-H2NOC-pipe),(A0614:3-cyano-plpe).(A0615:3-MeHN 

OC-plpe),(A0616:3-Me2NOC-pipe),(A0617:3-(MeO(CH2)2-(HNOC))-plpe),(A0618:3 

-(MeO(CH2)3-(HNOC))-pipe).(A0619:3-(mor-OC)-pipe),(A0620:3-F3C-pipe),(A0621 

:3-F-pipe),(A0622:3-oxo-pipe),(A0623:3-H2NO2S-pipe),(A0624:3-HO3S-pipe),(A06 

25:3-ttr2-pipe),(A0626:3-:HOCH2-pipe).(A0627:3-MeOCH2-pipe),(A0628:3-HO2CC 

H2-pipe),(A0629:3-H2NOCCH2-pipe),(A0630:3-(cyano-CH2)-pipe),(A0631:3-HO2C 

CH2O-pipe),(A0632:3-H2NOCCH2O-pipe).(A0633:4-HO-pipe),(A0634:4-MeO-pipe) 

,(A0635:4-HO2C-pipe).(A0636:4-H2NOC-pipe),(A0637:4-cyano-pipe),(A0638:4-Me 

HNOC-pipe),(A0639:4-Me2NOC-pipe),(A0640:4-(MeO(CH2j2-(HNOC))-pipe),(A064 

1:4-(MeO(CH2)3-(HNOC))-pipe),(A0642:4-(mor-OC)-pipe),(A0643:4-F3C-pipe),(A0 

644:4-F-pipe),(A0645:4-oxo-pipe),(A0646:4-H2NO2S-pipe),(A0647:4-HO3S-pipe),( 

A0648:4-ttrz-pipe),(A0649:4-HOCH2-pipe),(A0650:4-MeOCH2-pipe),(A0651:4-HO2 

CCH2-pipe),(A0652:4-H2NOCCH2-pipe),(A0653:4-(cyano-CH2)-pipe),(A0654:4-HO 

2CCH2O-pipe),(A0655:4-H2NOCCH2O-pipe),(A0656:2-HO2C-pipa),(A0657:2-H2NO 

C-pipa).(A0658:2-cyano-pipa).(A0659:2-MeHNOC-pipa).(A0660:2-Me2NOC-pipa). 
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(M2 em^) 

(A0661:2-(MeO(CH2)2-(HNOC))-pipa).(A0662:2-(MeO(CH2)3-(HNOC))-pipa),(A066 

3:2-(mor-OC)-pipa),(A0664:2-F3C-pipa),(A0665:2-oxo-pipa).(A0666:2-H2NO2S-pip 

a),(A0667:2-HO3S-pipa).(A0668:2-ttrz-pipa),(A0669:2-HOCH2-pipa),(A0670:2-MeO 

CH2-pipa),(A0671:2-HO2CCH2-pipa),(A0672:2-H2NOCCH2-pipa),(A0673:2-(cyano- 

CH2)-pipa),(A0674:3-HO2C-pipa),(A0675:3-H2NOC-pipa),(A0676:3-cyano-pipa).(A 

0677:3-MeHNOC-pipa),(A0678:3-Me2NOC-pipa),(A0679:3-(MeO(CH2)2-(HNOC))-p 

ipa),(A0680:3-(MeO(CH2)3-(HNOC))-pipa),(A0681:3-(mor-OC)-pipa),(A0682:3-F3C- 

pipa),(A0683:3-oxo-pipa).(A0684:3-H2NO2S-pipa),(A0685:3-HO3S-pipa),(A0686:3-t 

te-pipa),(A0687:3-HOCH2-pipa),(A0688:3-MeOCH2-pipa),(A0689:3-HO2CCH2-pipa 

),(A0690:3-H2NOCCH2-pipa).(A0691:3-(cyano-CH2)-pipa).(A0692:4-H2NOC-pipa),( 

A0693:4-MeHNOC-pipa),(A0694:4-Me2NOC-pipa),(A0695:4-(MeO(CH2)2-(HNOC)) 

-pipa),(A0696:4-(MeO(CH2)3-(HNOC))-pipa),(A0697:4-(mor-OC)-pipa),(A0698:4-F3 

C-pipa),(A0699:4-H2NO2S-plpa).(A0700:4-EtO2C-pipa).(A0701:4-HO2CCH2-pipa),( 

A0702:4-H2NOCCH2-pipa),(A0703:4-(cyano-CH2)-pipa),(A0704:2-HO2C-mor).(A07 

05:2-H2NOC-mor),(A0706:2-cyano-mor),(A0707:2-MeHNOC-mor),(A0708:2-Me2N 

OC-mor),(A0709:2-(MeO(CH2)2-(HNOC))-mor),(A0710:2-(MeO(CH2)3-(HNOC))-mo 

r),(A0711 :2-(mor-OC)-mor),(A071 2:2-F3C-mor),(A071 3:2-oxo-mor),(A0714:2-H2NO 

2S-mor),(A0715:2-HO3S-mor),(A0716:2-ttrz-mor),(A0717:2-HOCH2-mor),(A0718:2- 

MeOCH2-mor),(A0719:2-HO2CCH2-mor),(A0720:2-H2NOCCH2-mor),(A0721:2-(cya 

no-CH2)-mor),(A0722:3-HO2C-mor),(A0723:3-H2NOC-mor),(A0724:3-cyano-mor),( 

A0725:3-MeHNOC-mor),(A0726:3-Me2NOC-mor).(A0727:3-(MeO(CH2)2-(HNOC))- 

mor),(A0728:3-(MeO(CH2)3-(HNOC))-mor),(A0729:3-(mor-OC)-mor),(A0730:3-F3C 

-mor).(A0731:3-oxo-mor),(A0732:3-H2NO2S-mor).(A0733:3-HO3S-mor),(A0734:3-tt 

rz-mor),(A0735:3-HOCH2-mor),(A0736:3-MeOCH2-mor),(A0737:3-HO2CCH2-mor), 

(A0738:3-H2NOCCH2-mor),(A0739:3-(cyano-CH2)-mor),(A0740:2-HO2C-tmor),(A0 

741:2-H2NOC-tmor),(A0742:2-cyano-tmor),(A0743:2-MeHNOC-tmor),(A0744:2-Me 

2NOC-tmor),(A0745:2-(MeO(CH2)2-(HNOC))-tmor).(A0746:2-(MeO(CH2)3-(HNOC)) 

-tmor).(A0747:2-(mor-OC)-tmor),(A0748:2-F3C-tmor),(A0749:2-oxo-tmor),(A0750:2 

-H2NO2S-tmor),(A0751:2-HO3S-tmor).(A0752:2-ttrz-tmor),(A0753:2-HOCH2-tmor).( 

A0754:2-MeOCH2-tmor),(A0755:2-HO2CCH2-tmor),(A0756:2-H2NOCCH2-tmor),(A 

0757:2-(cyano-CH2)-tmor),(A0758:3-HO2C-tmor),(A0759:3-H2NOC-tmor).(A0760:3 

-cyano-tmor),(A0761:3-MeHNOC-tmor).(A0762:3-Me2NOC-tmor),(A0763:3-(MeO( 

CH2)2-(HNOC))-tmor),(A0764:3-(MeO(CH2)3-(HNOC))-tmor),(A0765:3-(mor-OC)-t 

mor),(A0766:3-F3C-tmor),(A0767:3-oxo-tmor).(A0768:3-H2NO2S-tmor).(A0769:3-H 

O3S-tmor),(A0770:3-ttrz-tmor),(A0771:3-HOCH2-tmor),(A0772:3-MeOCH2-tmor),(A 

0773:3-HO2CCH2-tmor).(A0774:3-H2NOCCH2-tmor).(A0775:3-(cyano-CH2)-tmor),( 

A0776:1-oxido-tmor),(A0777:1.1-dioxido-tmor).(A0778:4-HO-cHex), 
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(A0779:4-MeO-cHex),(A0780:4-HO2C-cHex),(A0781:4-H2NOC-cHex),(A0782:4-cy 

ano-cHex),(A0783:4-MeHNOC-cHex),(A0784:4-Me2NOC-cHex),(A0785:4-(MeO(C 

H2)2-(HNOC))-cHex),(A0786:4-(MeO(CH2)3-(HNOC))-cHex),(A0787:4-(mor-OC)-c 

Hex),(A0788:4-F3C-cHex),(A0789:4-F-cHex),(A0790:4-oxo-cHex),(A0791:4-H2NO2 

S-cHex),(A0792:4-HO3S-cHex),(A0793:4-ttrz-cHex),(A0794:4-HOCH2-cHex),(A079 

5:4-MeOCH2-cHex),(A0796:4-HO2CCH2-cHex),(A0797:4-H2NOCCH2-cHex),(A079 

8:4-(cyano-CH2)-cHex),(A0799:4-HO2CCH2O-cHex),(A0800:4-H2NOCCH2O-cHex) 

.(A0801 : 1-H2NOC-piperidin-4-yl),(A0802:1 -MeHNOC-piperidin-4-yl),(A0803: 1 -Mea 

NOC-piperidin-4-yl).(A0804:1-(MeO(CH2)2-(HNOC))-piperidin-4-yl).(A0805:1-(MeO 

(CH2)3-(HNOC))-piperidin-4-yl).(A0806:1-(mor-OC)-piperidin-4-yI),(A0807:1-F3C-pi 

peridin-4-yl),(A0808:1-H2NO2S-plperidin-4-yl),(A0809:1-EtO2C-plperidin-4-yl).(A08 

10:1-HO2CCH2-piperidin-4-yl),(A0811:1-H2NOCCH2-piperidin-4-yl).(A0812:1-(cyan 

o-CH2)-piperidin-4-yl),(A0813:2-HO2C-4-HO-pipe),(A0814:2-H2NOC-4-HO-pipe),(A 

0815:2-cyano-4-HO-pipe),(A0816:2-HOCH2-4-HO-pipe),(A0817:3-HO-4-HO-pipe).( 

A0818:3-MeO-4-HO-pipe).(A0819:3-HO2C-4-HO-pipe),(A0820:3-H2NOC-4-HO-pip 

e),(A0821:3-cyano-4-HO-pipe),(AG822:3-HOCH2-4-HO-pipe),(A0823:4-HO-4-HO-p 

ipe),(A0824:4-MeO-4-HO-pipe),(A0825:4-HO2C-4-HO-pipe),(A0826:4-H2NOC-4-H 

O-pipe),(A0827:4-cyano-4-HO-pipe),(A0828:2-HO2C-4-MeO-pipe),(A0829:2-H2NO 

C-4-MeO-pipe).(A0830:2-cyano-4-MeO-pipe),(A0831:2-HOCH2-4-MeO-pipe),(A08 

32:3-HO-4-MeO-pipe),(A0833:3-MeO-4-MeO-pipe),(A0834:3-HO2C-4-MeO-pipe),( 

A0835:3-H2NOC-4-MeO-pipe),(A0836:3-cyano-4-MeO-pipe),(A0837:3-HOCH2-4-M 

eO-pipe),(A0838:4-HO-4-MeO-pipe).(A0839:4-MeO-4-MeO-pipe).(A0840:4-HO2C- 

4-MeO-pipe),(A0841:4-H2NOC-4-MeO-plpe),(A0842:4-cyano-4-MeO-pipe),(A0843: 

2- HO2C-4-HO2C-pipe),(A0844:2-H2NOC-4-HO2C-pipe),(A0845:2-cyano-4-HO2C-pi 
pe),(A0846:2-HOCH2-4-HO2C-pipe).(A0847:3-HO-4-HO2C-pipe),(A0848:3-MeO-4- 
HO2C-pipe),(A0849:3-HO2C-4-HO2C-pipe).(A0850:3-H2NOC-4-HO2C-pipe),(A0851 
:3-cyano-4-HO2C-pipe).(A0852:3-HOCH2-4-HO2C-pipe),(A0853:4-HO-4-HO2C-pip 
e).(A0854:4-MeO-4-HO2C-pipe),(A0855:4-HO2C-4-HO2C-pipe),(A0856:4-H2NOC-4 
-HO2C-pipe),(A0857:4-cyano-4-HO2C-pipe),(A0858:2-HO2C-4-H2NOC-pipe),(A085 
9:2-H2NOC-4-H2NOC-pipe),(A0860:2-cyano-4-H2NOC-pipe),(A0861:2-HOCH2-4-H 
2NOC-pipe),(A0862:3-HO-4-H2NOC-plpe),(A0863:3-MeO-4-H2NOC-pipe),(A0864: 

3- HO2C-4-H2NOC-pipe),(A0865:3-H2NOC-4-H2NOC-pipe).(A0866:3-cyano-4-H2N 
OC-pipe),(A0867:3-HOCH2-4-H2NOC-pipe),(A0868:4-HO-4-H2NOC-pipe).(A0869: 

4- MeO-4-H2NOC-pipe),(A0870:4-HO2C-4-H2NOC-pipe),{A0871:4-H2NOC-4-H2NO 
C-pipe).(A0872:4-cyano-4-H2NOC-pipe),(A0873:2-HO2C-4-cyano-pipe),(A0874:2- 
H2NOC-4-cyano-pipe),(A0875:2-cyano-4-cyano-pipe),(A0876:2-HOCH2-4-cyano-pi 
pe).(A0877:3-HO-4-cyano-pipe).(A0878:3-MeO-4-cyano-pipe), 
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(A0879:3-HO2C-4-cyano-pipe),(A0880:3-H2NOC-4-cyano-pipe),(A0881:3-cyano-4- 

cyano-pipe),(A0882:3-HOCH2-4-cyano-pipe),(A0883:4-HO-4-cyano-pipe),(A0884:4 

-MeO-4-cyano-pipe).(A0885:4-HO2C-4-cyano-pipe),(A0886:4-H2NOC-4-cyano-pip 

e),(A0887:4-cyano-4-cyano-pipe),{A0888:2-H02C-4-(HOCH2)-pipe).(A0889:2-H2N 

OC-4-(HOCH2)-pipe),(A0890:2-cyano-4-(HOCH2)-pipe).(A0891:2-HOCH2-4-(HOC 

H2)-pipe).(A0892:3-HO-4-(HOCH2)-pipe),(A0893:3-MeO-4-(HOCH2)-pipe).(A0894: 

3- HO2C-4-(HOCH2)-pipe).(A0895:3-H2NO.C-4-(HOCH2)-pipe).(A0896:3-cyano-4-(H 
OCH2)-pipe).(A0897:3-HOCH2-4-(HOCH2)-pipe),(A0898:4-HO-4-(HOCH2)-pipe),(A 
0899:4-MeO-4-(HOCH2)-pipe).(A0900:4-HO2C-4-(HOCH2)-pipe),(A0901:4-H2NOC- 

4- (HOCH2)-pipe).(A0902:4-cyano-4-(HOCH2)-pipe),(A0903:2-HO2C-4-HO-pyrr).(A 
0904:2-H2NOC-4-HO-pynr),(A0905:2-cyano-4-HO-pyrr).(A0906:2-HOCH2-4-HO-py 
rr).(A0907:3-HO-4-HO-pyrr).(A0908:3-MeO-4-HO-pyrr),(A0909:3-HO2C-4-HO-pyrr) 
,(A0910:3-H2NOC-4-HO-pyiT),(A0911:3-cyano-4-HO-pyrr),(A0912:3-HOCH2-4-HO- 
pyrr),(A0913:2-HO2C-4-MeO-pyrr),(A0914:2-H2NOC-4-MeO-pyrr),(A0915:2-cyano- 
4-MeO-pyrr),(A0916:2-HOCH2-4-MeO-pyrr),(A0917:3-HO-4-MeO-pyrr),(A0918:3-M 
eO-4-MeO-pyrr),(A0919:3-HO2C-4-MeO-pyrr),(A0920:3-H2NOC-4-MeO-pyrr),(A09 
21:3-cyano-4-MeO-pyrr),(A0922:3-HOCH2-4-MeO-pyrr),(A0923:2-HO2C-4-HO2C-p 
yrr),(A0924:2-H2NOC-4-HO2C-pyrr),(A0925:2-cyano-4-HO2C-pyrr),(A0926:2-HOC 
H2-4-HO2C-pyrr),(A0927:3-HO-4-HO2C-pyrr),(A0928:3-MeO-4-HO2C-pyrr).(A0929: 

3- HO2C-4-HO2C-pyrr),(A0930:3-H2NOC-4-HO2C-pyrr).(A0931:3-cyano-4-HO2C-py 
rr),(A0932:3-HOCH2-4-HO2C-pyrr).(A0933:2-HO2C-4-H2NOC-pyrr),(A0934:2-H2N 
OC-4-H2NOC-pyrr),(A0935:2-cyano-4-H2NOC-pyrr),(A0936:2-HOCH2-4-H2NOC-py 
rr),(A0937:3-HO-4-H2NOC-pyrr),(A0938:3-MeO-4-H2NOC-pyrr).(A0939:3-HO2C-4- 
H2NOC-pyrr).(A0940:3-H2NOC-4-H2NOC-pyrr),(A0941:3-cyano-4-H2NOC-pyrr).(A 
0942:3-HOCH2-4-H2NOC-pyrr),(A0943:2-HO2C-4-cyano-pyrr),(A0944:2-H2NOC-4- 
cyano-pyrr),(A0945:2-cyano-4-cyano-pyrr),(A0946:2-HOCH2-4-cyano-pyrr),(A0947 
:3-HO-4-cyano-pyrr),(A0948:3-MeO-4-cyano-pyrr),(A0949:3-HO2C-4-cyano-pyrr),{ 
A0950:3-H2NOC-4-cyano-pyrr),(A0951:3-cyano-4-cyano-pyrr),(A0952:3-HOCH2-4- 
cyano-pyrr).(A0953:2-HO2C-4-(HOCH2)-pyrr),(A0954:2-H2NOC-4-(HOCH2)-pyrr).( 
A0955:2-cyano-4-(HOCH2)-pyrr),(A0956:2-HOCH2-4-(HOCH2)-pyrr),(A0957:3-HO- 

4- (HOCH2)-pyrr),(A0958:3-MeO-4-(HOCH2)-pyrr),(A0959:3-HO2C-4-(HOCH2)-pyrr) 
,(A0960:3-H2NOC-4-(HOCH2)-pyrr),(A0961:3-cyano-4-(HOCH2)-pyrr),(A0962:3-HO 
CH2-4-(HOCH2)-pyrr).(A0963:2-HO2C-3-HO-pyrr).(A0964:2-H2NOC-3-HO-pyrr).(A 
0965:2-cyano-3-HO-pyrr),(A0966:2-HOCH2-3-HO-pyrr),(A0967:3-HO-3-HO-pyrr),( 
A0968:3-MeO-3-HO-pyrr),(A0969:3-HO2C-3-HO-pyrr).(A0970:3-H2NOC-3-HO-pyrr 
),(A0971:3-cyano-3-HO-pyrr),(A0972:2-HO2C-3-MeO-pyrr),(A0973:2-H2NOC-3-Me 
O-pyrr).(A0974:2-cyano-3-MeO-pyrr),(A0975:2-HOCH2-3-MeO-pyrr). 
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(A0976:3-HO-3-MeO-pyrr),(A0977:3-MeO-3-MeO-pyrr),(A0978:3-HO2C-3-MeO-pyr 

r),(A0979:3-H2NOC-3-MeO-pyrr),(A0980:3-cyano-3-MeO-pyrr),(A0981:2-HO2C-3- 

HO2C-pyrr),(A0982:2-H2NOC-3-HO2C-pyrr).(A0983:2-cyano-3-HO2C-pyrr),(A0984: 

2-HOCH2-3-HO2C-pyrr),(A0985:3-HO-3-HO2C-pyrr),(A0986:3-MeO-3-HO2C-pyrr),( 

A0987:3-HO2C-3-HO2C-pyrr),(A0988:3-H2NOC-3-HO2C-pyrr),(A0989:3-cyano-3-H 

O2C-pyrr),(A0990:2-HO2C-3-H2NOC-pyrr),(A0991:2-H2NOC-3-H2NOC-pyrr),(A099 

2:2-cyano-3-H2NOC-pyrr).(A0993:2-HOCH2-3-H2NOC-pyrr),(A0994:3-HO-3-H2NO 

C-pyrr),(A0995:3-MeO-3-H2NOC-pyrr).(A0996:3-HO2C-3-H2NOC-pyrr),(A0997:3-H 

2NOC-3-H2NOC-pyrr).(A0998:3-cyano-3-H2NOC-pyrr).(A0999:2-HO2C-3-cyano-pyr 

r),(A1 000:2-H2NOC-3-cyan6-pyrr).(A1 001 :2-cyano-3-cyano-pyrr),(A1 002:2-HOCH2 

-3-cyano-pyrr). (A1 003:3-HO-3-cyano-pyrr),(A1 004:3-MeO-3-cyano-pyrr),(A1 005:3- 

HO2C-3-cyano-pyrr),(A1006:3-H2NOC-3-cyano-pyrr),(A1007:3-cyano-3-cyano-pyrr 

),(A1 008:2-HO2C-3-(HOCH2)-pyrr),(A1 009:2-H2NOC-3-(HOCH2)-pyrr),(A1 01 0:2-cy 

ano-3-(HOCH2)-pyrr),{A1011:2-HOCH2-3-(HOCH2)-pyrr),(A1012:3-HO-3-(HOCH2)- 

pyrr).(A1013:3-MeO-3-(HOCH2)-pyrr),(A1014:3-HO2C-3-(HOCH2)-pyrr),(A1015:3- 

H2NOC-3-(HOCH2)-pyrr),(A1016:3-cyano-3-(HOCH2)-pyrr),(A1017:8-azaspiro[4.5l 

dec-8-yl),(A1 01 8: 1 -oxa-8-azaspiro[4,5]dec-8-yl),(A1 01 9:2'-oxo-(piperidine-4-spiro- 

3'-pyrrolidine)-1 -yl), (A1 020: 1 '-methyl-2'-oxo-(piperidine-4-spiro-3'-pyrrolidine)-1 -yl), 

(A1 021 :1-phenyl-4-oxo-1 ,3,8-triazaspiroI4.5]dec-8-yl),(A1 022:(piperidine-4-spiro-5' 

-hydantoin)-1-yl),(A1023:(1,3-dihydroisobenzofuran-1-spiro-4'-piperidin)-1'-yl),(A10 

24:3-oxo-(1 ,3-dihydroisobenzofuran-1 -spiro-4'-piperidin)-1 -yl). 



(No:R''.R°.R'')= 

(A1025:H,HO.H).(A1026:H,HO-(CH2)2-O.H),(A1027:H.HO-(CH2)3-O.H).(A1028:H.4 
-HO-pipe.H).(A1029:H,3-HO-pyrr.H),(A1030:H.4-HO2C-plpe,H).(A1031:H,4-(cyano 
)-pipe.H).(A1032:H.4-Ac-pipa,H).(A1033:H.3-oxo-pipa,H).(A1034:F,HO.H).(A1035: 

F,HO-(CH2)2-O.H),(A1 036:F.HO-(CH2)3-O.H).(A1 037:F,4-HO-pipe.H),(A1 038:F,3-H 
O-pyrr.H),(A1039:F.4-HO2C-pipe.H).(A1040:F,4-(cyano)-pipe,H).(A1041:F.4-Ac-pip 
a,H).(A1042:F,3-oxo-pipa.H),(A1043:F.HO,F).(A1044:F.HO-(CH2)2-O,F).(A1045:F,H 
O-(CH2)3-O.F),(A1046:F,4-HO-pipe,F).(A1047:F,3-HO-pyrr,F), 
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(A1048:F.4-HO2C-pipe,F),(A1049:F,4-(cyano)-pipe,F),(A1050:F.4-Ac-pipa,F),(A105 

1:F,3-oxo-pipa.F).(A1052:F,HO.CI),(A1053:F,HO-(CH2)2-0,CI),(A1054:F,HO-(CH2)3- 

O,CI),(A1055:F.4-HO-pipe,Cl),(A1056:F,3-HO-pyrr.CI),(A1057:F,4-HO2C-pipe.CI),(A 

1058:F,4-(cyano)-pipe,CI),(A1059:F,4-Ac-pipa,CI).(A1060:F,3-oxo-pipa.CI),(A1061: 

F,HO,Br).(A1062:F,HO-(CH2)2-O.Br).(A1063:F,HO-(CH2)3-O.Br),(A1064:F.4-HO-pip 

e.Br),(A1065:F,3-HO-pyrr,Br),(A1066:F.4-HO2C-pipe,Br).(A1067:F,4-(cyano)-pipe,B 

r),(A1068:F.4-Ac-pipa,Br),(A1069:F.3-oxo-pipa,Br),(A1070:F.HO.Me),(A1071:F.HO- 

(CH2)2-O.Me).(A1072:F.HO-(CH2)3-O.Me).(A1073:F.4-HO-pipe.Me).(A1074:F,3-HO 

-pyrr,Me).(A1 075:F,4-HO2C-pipe.Me).(A1 076:F.4-(cyano)-plpe,Me).(A1 077:F.4-Ac- 

pipa,Me).(A1078:F.3-oxo-plpa.Me).(A1079:F.HO,HO),(A1080:F.HO-(CH2)2-O,HO),( 

A1081:F.HO-(CH2)3-O,HO),(A1082:F.4-HO-pipe,HO),(A1083:F.3-HO-pyrr.HO).(A10 

84:F,4-HO2C-pipe,HO).(A1085:F.4-(cyano)-pipe.HO),(A1086:F.4-Ac-pipa,HO),(A10 

87:F.3-oxo-pipa.HO),(A1088:F,HO.MeO).(A1089:F.HO-(CH2)2-O.MeO).(A1090:F.H 

O-(CH2)3-O.MeO),(A1091:F,4-HO-pipe.MeO),(A1092:F,3-HO-pyrr,MeO),(A1093:F.4 

-HO2C-pipe.MeO).(A1094:F,4-{cyano)-pipe,MeO).(A1095:F,4-Ac-pipa.MeO).(Aiq9 

6:F.3-oxo-pipa,MeO).(A1097:CI.HO.CI),(A1098:CI.HO-(CH2)2-O,CI),(A1099:CI.HO- 

(CH2)3-O,CI),(A1100:CI.4-HO-pipe,CI),(A1101:CI.3-HO-pyrr.CI),(A1102:Cl,4-HO2C- 

pipe,CI),(A1103:CI,4-(cyano)-pipe.CI),(A1104:CI,4-Ac-pipa,CI),(A1105:CI,3-oxo-pip 

a,CI),(A1106:CI,HO.Br),(A1107:Cl.HO-(CH2)2-O,Br),(A1108:CI.HO-(CH2)3-O,Br),(A1 

109:CI,4-HO-pipe,Br),(A1110:CI,3-HO-pyrr.Br),(A1111:CI,4-HO2C-pipe.Br).(A1112: 

CI.4-(cyano)-pipe,Br),(A1113:CI,4-Ac-pipa.Br).(A1114:CI,3-oxo-pipa,Br),(A1115:CI, 

HO.Me),(A1116:CI,HO-(CH2)2-O.Me),(A1117:CI.HO-(CH2)3-O.Me).(A1118:CI.4-HO- 

pipe,Me).(A1119:CI.3-HO-pyrr.Me).(A1120:CI.4-HO2C-pipe,Me),(A1121:CI,4-(cyano 

)-pipe,Me).(A1122:CI,4-Ac-pipa,Me).(A1123:CI.3-oxo-pipa,Me),(A1124:CI.HO,HO),( 

A1125:CI.HO-(CH2)2-0,HO).(A1126:CI.HO-(CH2)3-0,HO).(A1127:CI,4-HO-pipe.HO 

).(A1 1 28:CI,3-HO-pyrr,HO).(A1 1 29:CI.4-H02C-pipe.HO),(A1 1 30:CI,4-(cyano)-pipe. 

HO).(Al131:CI,4-Ac-pipa.HO),(A1132:CI,3-oxo-pipa,HO),(A1133:CI,HO,MeO).(A11 

34:CI.HO-(CH2)2-0,MeO).(A1135:CI.HO-(CH2)3-O.MeO).(A1136:CI,4-HO-pipe.MeO 

),(A1137:CI.3-HO-pyrr.MeO).(A1138:CI,4-H02C-pipe.MeO).(A1139:CI,4-(cyano)-pip 

e.MeO).(A1140:CI,4-Ac-pipa,MeO),(A1141:CI,3-oxo-pipa,MeO),(A1142:Br,HO,H),( 

A1143:Br.HO-(CH2)2-0,H).(A1144:Br.HO-(CH2)3-O.H).(A1145:Br,4-HO-pipe,H),(A1 

146:Br,3-HO-pyrr,H).(A1147:Br,4-H02C-pipe.H),(A1148:Br,4-(cyano)-pipe,H).(A114 

9:Br,4-Ac-pipa,H),(A1150:Br,3-oxo-plpa,H),(A1151:Me,HO,H),(A1152:Me.HO-(CH2) 

2-0,H),(A1153:Me.HO-(CH2)3-0,H),(A1154:Me,4-HO-pipe,H).(A1155:Me,3-HO-pyrr 

.H),(A1156:Me,4-H02C-pipe,H),(A1157:Me,4-(cyano)-pipe,H),(A1158:Me.4-Ac-pipa 

!H)!(A1159:Me.3-oxo-pipa.H),(A1160:HO.HO.H).(A1161:HO.HO-(CH2)2-O.H),(A116 

2:HO.HO-(CH2)3-O.H).(A1163:H0.4-HO-pipe,H),(A1164:HO,3-HO-pyrr.H), 



wo 03/062233 PCT/JP03/00270 

94 

m27m^) - 

(A1165:HO,4-H02C-pipe,H),(A1166:HO,4-(cyano)-pipe,H),(A1167:HO,4-Ac-pipa,H) 

,(A1168:HO,3-oxo-pipa,H),(A1169:MeO,HO,H),(A1170:MeO.HO-(CH2)2-O.H).(A117 

1:MeO,HO-(CH2)3-0,H),(A1172:Me0.4-HO-pipe,H).(A1173:MeO,3-HO-pyrr,H).(A1 

174:Me0.4-H02C-pipe,H),(A1175:Me0.4-(cyano)-pipe.H),(A1176:MeO,4-Ac-pipa. 

H).(A1177:MeO,3-oxo-pipa.H).(A1178:H.H,HO).(A1179:H.H.HO-(CH2)2-O).(A1180: 

H,H,HO-(CH2)3-0).(A1181:H,H,4-HO-pipe).(A1182:H,H.3-HO-pyrr).(A1183:H.H,4-H 

02C-pipe),(A1184:H,H.4-(cyano)-pipe).(A1185:H,H.4-Ac-pipa),(A1186:H,H,3-oxo-pi 

pa),(A1187:F,H,HO).(A1188:F.H.HO-(CH2)2-O).(A1189:F,H,HO-(CH2)3-O),(A1190:F. 

H,4-HO-pipe).(A1191:F.H,3-HO-pyrr),(A1192:F,H.4-H02C-plpe).(A1193:F,H,4-(cyan 

o)-pipe),(A1194:F,H,4-Ac-pipa),(A1195:F.H.3-oxo-pipa).(A1196:CI.H,HO),(A1197:CI 

.H.HO-(CH2)2-O).(A1198:Cl.H,HO-(CH2)3-O),(A1199:CI,H.4-HO-pipe),(A1200:CI,H, 

3-HO-pyrr),(A1201:CI.H,4-HO2C-pipe),(A1202:CI.H,4-(cyano)-pipe),(A1203:CI,H,4- 

Ac-pipa).(A1204:CI.H.3-oxo-pipa).(A1205:Br.H,HO).(A1206:Br.H.HO-(CH2)2-O),(A1 

207;Br.H,HO-(CH2)3-O).(A1208:Br,H.4-HO-pipe),(A1209:Br,H,3-HO-pyrr),(A1210:B 

r,H,4-H02C-pipe).(A1211:Br,H.4-(cyano)-pipe),(A1212:Br,H,4-Ac-pipa),(A1213:Br,H 

,3-oxo-pipa).(A1214:Me,H,HO).(A1215:Me,H,HO-(CH2)2-0),(A1216:Me,H,HO-(CH2 

)3_0).(A1 21 7:Me,H.4-HO-pipe),(A121 8:Me.H,3-HO-pyrr),(A1 21 9:Me,H,4-H02C-pip 

e),(A1220:Me,H.4-(cyano)-pipe),(A1221:Me,H,4-Ac-pipa),(A1222:Me,H,3-oxo-pipa) 

,(A1223:HO,H.HO),(A1224:HO,H.HO-(CH2)2-0).(A1225:HO.H,H0-(CH2)3-O),(A12 

26:HO,H,4-HO-pipe),(A1227:HO.H,3-HO-pyrr),(A1228:HO,H.4-H02C-pipe).(A1229 

:HO,H,4-(cyano)-pipe),(A1230:HO,H,4-Ac-pipa),(A1231:HO,H,3-oxo-pipa),(A1232: 

MeO,H.HO),(A1233:MeO.H.HO-(CH2)2-0).(A1234:MeO,H,HO-(CH2)3-0).(A1235:M 

eO,H.4-HO-pipe),(A1236:MeO.H.3-HO-pyrr),(A1237:MeO.H.4-H02C-pipe).(A1238: 

MeO,H,4-(cyano)-pipe).(A1239:MeO.H,4-Ac-pipa),(A1240:MeO.H.3-oxo-pipa). 
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(No:R°,R'^)= 

(A1241:H.HO).(A1242:H,HO-(CH2)2-0),(A1243:H,HO-(CH2)3-0),(A1244:H,4-HO-pi 

pe),(A1245:H,3-HO-pyrr),(A1246:H,4-H02C-pipe).(A1247:H,4-(cyano)-pipe),(A124 

8:H.4-Ac-pipa),(A1249:H,3-oxo-pipa),(A1250:F.HO).(A1251:F.HO-(CH2)2-O).(A125 

2:F,HO-(CH2)3-0),(A1253:F,4-HO-pipe).(A1254:F.3-HO-pyrr),(A1255:F,4-H02C-plp 

e),(A1256:F.4-(cyano)-pipe),(A1257:F,4-Ac-pipa),(A1258:F.3-oxo-plpa).(A1259:Br, 

HO).(A1260:Br.HO-(CH2)2-O),(A1261:Br.HO-(CH2)3-O),(A1262:Br.4-HO-pipe).(A12 

63:Br,3-HO-pyrr).(A1264:Br.4-H02C-pipe).(A1265:Br,4-(cyano)-pipe),(A1266:Br.4- 

Ac-pipa),(A1267:Br,3-oxo-pipa),(A1268:Me,HO),(A1269:Me.HO-(CH2)2-O),(A1270: 

Me,HO-(CH2)3-0),(A1271:Me,4-HO-pipe),(A1272:Me,3-HO-pyrr),(A1273:Me,4-H02 

C-pipe),(A1274:Me,4-(cyano)-pipe).(A1275:Me,4-Ac-pipa),(A1276:Me,3-oxo-pipa),( 

A1277:HO.HO).(A1278:HO.HO-(CH2)2-O);(A1279:HO,HO-(CH2)3-O).(A1280:HO,4- 

HO-pipe).(A1281:HO,3-HO-pyrr).(A1282:H0.4-H02C-pipe),(A1283:HO,4-(cyano)-p 

lpe).(A1284:H0.4-Ac-pipa),(A1285:HO,3-oxo-pipa),(A1286:MeO,HO),(A1287:MeO 

.HO-(CH2)2-O),(A1288:MeO.HO-(CH2)3-O).(A1289:MeO,4-HO-pipe),(A1290:MeO, 

3- HO-pyrr),(A1291:MeO,4-H02C-pipe),{A1292:MeO,4-(cyano)-pipe),(A1293:MeO, 

4- Ac-pipa),(A1294:Me0.3-oxo-pipa).(A1295:HO,H).(A1296:HO-(CH2)2-0,H).(A129 
7:HO-(CH2)3-O.H),(A1298:4-HO-pipe,H).(A1299:3-HO-pyrr,H).(A1300:4-HO2C-pip 
e,H),(A1301 :4-(cyano)-pipe.H),(A1 302:4-Ac-pipa,H).(A1 303:3-oxo-pipa.H). 
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(A1304:H,H),(A1305:H,HO-(CH2)2-O),(A1306:H,HO-(CH2)3-O),(A1307:H,4-HO-pip 
e).(A1308:H,3-HO-pyrr),(A1309:H,4-HO2C-pipe),(A1310:H,4-(cyano)-pipe).(A1311: 

H,4-Ac-pipa).(A1312:H,3-oxo-pipa).(A1313:CI,HO-(CH2)2-0),(A1314:CI,HO-(CH2)3- 
0),(A1315:CI,4-HO-pipe),(A1316:CI,3-HO-pyrr),(A1317:CI,4-H02C-pipe),(A1318:CI 

,4-(cyano)-pipe),(A1 319:CI,4-Ac-pipa),(A1 320:CI,3-oxo-pipa),(A1321 :Me.HO-(CH2) 

2-0).(A1322:Me,HO-(CH2)3-0),(A1323:Me,4-HO-plpe).(A1324:Me,3-HO-pyrr).(A13 

25:Me,4-H02C-pipe).(A1326:Me,4-(cyano)-pipe).(A1327:Me,4-Ac-pipa),(A1328:Me 

.3-oxo-pipa).(A1329:MeO.HO-(CH2)2-O).(A1330:MeO.HO-(CH2)3-O).(A1331:MeO, 

4-HO-pipe),(A1332:MeO,3-HO-pyrr).(A1333:MeO,4-H02C-pipe),(A1334:Me0.4-(cy 

ano)-pipe).(A1335:Me0.4-Ac-pipa),(A1336:Me0.3-oxo-pipa). 



(No:R'^.R^> 

(A1337:H,HO),(A1338:H.HO-(CH2)2-O),(A1339:H,HO-(CH2)3-O),(A1340:H,4-HO-pi 

pe),(A1341:H,3-HO-pyrr),(A1342:H,4-H02C-pipe),(A1343:H,4-(cyano)-pipe),(A134 

4:H,4-Ac-pipa).(A1345:H.3-oxo-pipa),(A1346:F,HO).(A1347:F,HO-(CH2)2-0).{A134 

8:F,HO-(CH2)3-O),(A1349:F.4-HO-pipe),(A1350:F.3-HO-pyrr),(A1351:F,4-HO2C-pip 

e).(A1352:F,4-(cyano)-pipe).(A1353:F.4-Ac-pipa),(A1354:F,3-oxo-pipa).(A1355:CI, 

HO).(A1356:CI,HO-(CH2)2-0),(A1357:CI,HO-(CH2)3-0),(A1358:CI.4-HO-pipe),(A13 

59:CI,3-HO-pyrr),(A1360:CI.4-HO2C-pipe),(A1361:CI.4-(cyano)-pipe),(A1362:CI,4- 

Ac-pipa).(A1363:CI,3-oxo-pipa).(A1364:Br,HO),(A1365:Br,HO-(CH2)2-0),(A1366:Br 

,HO-(CH2)3-0),(A1367:Br,4-HO-pipe),(A1368:Br.3-HO-pyrr),(A1369:Br.4-H02C-pip 

e).(A1370:Br.4-(cyano)-prpe),(A1371:Br.4-Ac-pipa).(A1372:Br.3-oxo-pipa), 



(^3 0) 
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(^3 0^^) 

(A1373:Me.HO),(A1374:Me,HO-(CH2)2-0).(A1375:Me,HO-(CH2)3-0),(A1376:Me.4- 

HO-pipe),(A1377:Me,3-HO-pyrr),(A1378:Me,4-H02C-pipe),(A1379:Me,4-(cyano)-pi 

pe).(A1380:Me.4-Ac-pipa),(A1381:Me,3-oxo-pipa).(A1382:HO,HO),(A1383:HO,HO 

-(CH2)2-O),(A1384:H0.H0-(CH2)3-O),(A1385:HO.4-HO-pipe).(A1386:HO.3-HO-pyr 

r).(A1387:HO,4-H02C-pipe),(A1388:HO,4-(cyano)-pipe).(A1389:HO,4-Ac-pipa),(A1 

390:HO,3-oxo-pipa),{A1 391 :MeO,HO),(A1 392:MeO,HO-(CH2)2-0),(A1393:MeO,H 

0-(CH2)3-0),(A1 394:Me0.4-HO-pipe).(A1 395:Me0.3-HO-pyrr).(A1 396:Me0.4-H02 

C-pipe).(A1397:MeO,4-(cyano)-pipe),(A1398:MeO,4-Ac-plpa),(A1399:MeO,3-oxo- 

pipa). 



(No:R^^.R''°)= 

(A1400:H2N,HO),(A1401:H2N,HO-(CH2)2-O).(A1402:H2N.HO-(CH2)3-O),(A1403:H2 

N,4-HO-pipe),(A1404:H2N,3-HO-pyrr),(A1405:H2N,4-HO2C-pipe),(A1406:H2N.4-(c 

yano)-pipe),(A1407:H2N,4-Ac-pipa),(A1408:H2N,3-oxo-pipa).(A1409:MeHN,HO),(A 

1410:MeHN,HO-(CH2)2-O).(A1411:MeHN.HO-(CH2)3-O),(A1412:MeHN,4-HO-pipe) 

,(A1413:MeHN,3-HO-pyrr),(A1414:MeHN,4-H02C-pipe),(A1415:MeHN.4-(cyano)-p 

ipe).(A1416:MeHN,4-Ac-pipa),(A1417:MeHN.3-oxo-plpa).(A1418:HO,HO),(A1419: 

HO,HO-(CH2)2-O).(A1420:HO.HO-(CH2)3-O),(A1421:HO.4-HO-pipe).(A1422:HO.3- 

HO-pyrr).(A1423:HO,4-H02C-pipe),(A1424:HO,4-(cyano)-pipe),(A1425:HO,4-Ac-pi 

pa).(A1426:H0.3-oxo-pipa),(A1427:MeO.HO),(A1428:MeO,HO-(CH2)2-0),(A1429: 

MeO,HO-(CH2)3-O),(A1430:MeO,4-HO-pipe),(A1431:MeO,3-HO-pyrr),(A1432:Me 

0,4-H02C-pipe),(A1433:MeO,4-(cyano)-pipe),(A1434:MeO,4-Ac-plpa),(A1435:Me 

0,3-oxo-pipa),(A1436:CI.HO),(A1437:CI.HO-(CH2)2-0),(A1438:CI,HO-(CH2)3-0),(A 

1439:CI,4-HO-pipe),(A1440:CI.3-HO-pyrr),(A1441:CI,4-HO2C-pipe).(A1442:CI.4-(c 

yano)-pipe).(A1443:CI.4-Ac-pipa).(A1444:CI,3-oxo-pipa). 



(^3 1) 
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(^3 2) 




(No:R^^,Rn= 

(A1445:H,HO-(CH2)2),(A1446:H,HO-(CH2)3),(A1447:F.HO-(CH2)2).(A1448:F,HO-(C 
H2)3),(A1449:CI,HO-(CH2)2).(A1450:CI,HO-(CH2)3).(A1451:Me,HO-(CH2)2),(A1452: 
Me,HO-(CH2)3),(A1453:HO.HO-(CH2)2).(A1454:HO.HO-(CH2)3).(A1455:MeO.HO-( 

CH2)2) .(A1456:MeO.HO-(CH2)3). 



(^3 3) 




(No:R°^)= 

(A1457:5-F-2-The),(A1458:5-CI-2-The),(A1459:5-Br-2-The),(A1460:5-Me-2-The),( 

A1461:5-F3C-2-The),(A1462:4-F-2-The),(A1463:4-CI-2-The),(A1464:4-Br-2-The),( 

A1465:4-Me-2-The),(A1466:4-F3C-2-The),(A1467:4-F-5-CI-2-The),(A1468:4.5-diCI- 

2-The),(A1469:4-Br-5-Cl-2-The).(A1470:4-Me-5-Cl-2-The),(A1471:4-F3C-5-CI-2-Th 

e),(A1472:4-F-Ph),(A1473:4-CI-Ph).(A1474:4-Br-Ph),(A1475:4-Me-Ph),(A1476:4-F 

3C-Ph).(A1477:3-F-Ph),(A1478:3-CI-Ph),(A1479:3-Br-Ph).(A1480:3-Me-Ph),(A1481 

:3-F3C-Ph),(A1482:2-F-Ph).(A1483:2-CI-Ph),(A1484:2-Br-Ph),(A1485:2-Me-Ph).(A 

1486:2-F3C-Ph).(A1487:3.4-diF-Ph).(A1488:3-CI-4-F-Ph),(A1489:3-Br-4-F-Ph),(A1 

490:3-Me-4-F-Ph),(A1491:3-F3C-4-F-Ph),(A1492:5-Me-2-Py),(A1493:6-Me-3-Py),( 

A1494:4-Py)XA1495:2-pyrimldinyl),(A1496:2-Me-4-pyrimidlnyl),(A1497:2-Me-5-pyri 

midinyl),(A1498:4-pyridazinyl),(A1499:6-Me-3-pyridazinyl),(A1500:5-Me-2-pyraziny 

l),(A1501:4-Me-2-Fur),(A1502:1-Me-3-pyrrolyl),(A1503:4-Me-2-thiazolyl),(A1504:4- 

CI-2-thiazolyl).(A1505:4-F3C-2-thiazolyl),(A1506:5-Me-2-thiazolyl),(A1507:2-Me-5-t 

hiazolyl),(A1 508:5-Me-2-oxazolyl),(A1 509:2-Me-5-oxazolyl),(A1 51 0:4-Me-2-imidaz 

olyl).(A1 511 :2-Me-4-imida2olyl).(A1 51 2:1-Me-4-imidazolyl),(A1 51 3:5-Me-3-isothiaz 

olyl),(A1514:3-Me-5-isothia2olyl),(A1515:5-Me-3-isoxazolyl), 
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(^3 3^^) 

(A1616:3-Me-5-isoxazolyl),(A1517:5-Me-3-pyrazolyl),(A1518:1-Me-4-pyrazolyl),(A1 
5i9:1-Me-3-pyra2olyl),(A1520:5-Me-1,3,4-thiadiazol-2-yl),(A1521:5-Me-1,3,4-oxadi 
a20)-2-yl).(A1 522:5-Me-1 ,2,4-triazol-3-yl).(A1 523:1 -Me-1 ,2,4-tr)a2oJ-3-yl),(A1 524:5- 
Me-1 ,2,4-thiadiazo(-3-yl),(A1 525:3-Me-1 ,2,4-thiadiazol-5-yl),(A1 526:5-Me-1 ,2,4-ox 
adia2ol-3-yO, (A1 527:3-Me-1 ,2,4-oxadia20l-5-yl).(A1 528: 1 -Me-1 ,2,3-triazol-4-yl). 
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W * <^ *S H 



^n^m. ^m^Mi^ tir^ Ik/mm 



O 



(I) 



^ ^ Ri ^5-(g;jgiT>'i'ds^>'K -CO-ig;^T/V=¥/V. .COO-<g;SlT>'i'^/v> -OH. 
: ^H-f:;iT/a^^tbTV>-C'b J:V^Ty -/i^Xii^;^3§=#:^-^^t^^o 

R2 • ^'(I I). ^ (I I I) Xf*^ (IV) -C^^nSSo 

^^^^ 

(II) (III) (IV) 

n : 1~3 «^S^o 
m : 1~3 (D^^o 

nX«m:aS2i^J^±<7)S|gc-CfcS#^^ CR^V iRtJ^ CR^R^ f^-tttm^ 
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R^. R^^ R^'> : Wi-Xitm^l^X. -H ; -OH ; -O-^T 

^/\- ; fi^^tl.TV^Tti<}:v^3l=«i^--7^l='^^ ; fi^^n-CV^T^j J:V^^«:^-- 
i:\^^Jmmrjv>!r::^/\- ; em^tb•rv^-C t iVNiSar/v^ y 7^:/ ; -COOH : -coo- 
mMT-J^^^^ ; -coo-igi^T/v<5r ; -cooMmT /i^^ W-T P -/V ; -coo- 

R^. r25 : Xfi^jfeo-c. -H. @m$^■CV^T^iJ;v^'fggiT/v=af/K Sl^^tb 

-C^>J:v^) -cfc^ ;R^;iS|t^(75|BHi|5m<^^ (I D X^^^ti^^xh^. 
n 2 .m 2 -efe ?) .X N-R^XJ* C(-R=^')-R=''T?:^^nSS-efe t) ; 

Ar' t^^th^fimM^thX\f^X^X^^y^^^^Xi-i^°Vi^^l^X^^n^(Dm. 



3. 
4. 



c-Mpi y vxh^m^m 1 xfilt^it^S 2^^<DEma^tio 
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5. ^ (V) x-m^ti^ 2-Tiyj\^T^y'frry^-j^mmi^Xi±^o)mM^^i^ff 



8 . n >6S 2 -tffe 19 X m 2 «9 . X N-R^^Xt* CC-R^^R^* "C^^ tlSSt?$>S 
10. R^i^ Mf^y i^V-l-'ryW)t:''^iJ >?^.l--r /K4-yD tVvt°-<!; i;^>'-l-'1'/K 




(V) 



o 
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11. Ai^^s, 2'f4:SlD«6^i;6S^mT'fc«9. 3 {i:SS-H. -F. -CI Xf^i-Br -Cg^^tL 

fe5V^^*. 2^55LRlJ^4&:0S«lgm-C'fe9x 5 ^a:6S.F, -CI Xf^-Br T'Kife 
$tbT*3^> 6 'f4:^s^m$t^,■rv^5tf';^:?^-3--f/^: •^fc5lt^<^^ffll 0 

1 llS^O-fb-a-i^o rr-e^ R^^«. -OH. -0-&i.TJV^/V^ lo3lf*2o 

(DMT/V'^/i-t^S^^ti.Tv^Tti i;v^T 5: y > -CO2H, -co-\^B.r^^^^^. 

1 3 . ft^<^«Sffl 5 :7!yM 1 2 (^.v^i*;Jx^=>t-f3^<^'fli;'^^'^ 5 "fe. 

'^^TV^— /l^-2-^;V]-4-(2-t Kn:3e->j:. h^v')-^i/XT^ K 
N-[4-(4-^ n a V-2-'l' fV).^.iA--fy=^ y£fV\£-< y t>J-)^r i/-;W2-^ 7V]-2-^ 
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/U2-^/V].4-(2-b FP=3p^Xai hd{-V)^:^XT^ h\ 
5.^ n n-N-[4-(4-jJ^ p >'-2-^/'V')-5-(4-v'i>' a-^^v'y^t"^^ i^^'-l--^ ^l^) 

/V-2-1' /W]-6-(3- b K o iz-fxi xK'^iX):^ =1 ^ i^T 5: K. 
5.^ p D.N-[4.(4-^ p P'5^:t-:7 3i i^-2-^>'V)-5-(4-v':5' p^^v'^'Hf'^^ e^V-l-T /V-) 

>^w-^^.2.^ /v-l-d-KS- 1 F p v^:7" p tVi')T ? y 3 ^^^-T 5: H\ 

l.(3.iJr p o.5..{[4-(4-i5^ p p^;r:7 3i>'-2-'l'>'V)-5-(4-^':J' P-^df^iz/V tf-^^ W-f 

/v)^Ty— /^-2--r/v];&^w^^'</W-2-f y i<?/V')b''-<y v?^^-4-:*/^:^?>'^^ 
l.(3_ii?' p p_5-{[4-(4-^ n n ^;t:7 31 >'-2-f /l')-5-(4-7° p tV^t°-<7 v?^'-!-^ ^l')^ 

N-[4-(4-:i7 p p^:;r7ai>'.2-'l'y^)-5-(4-i/^ p^d^ iz/Vf-^^ /V)^Ty— 

\.(^.^ p n-4-{[4-(4-;5^ n p^:^:7 3i:/-2-'Y/V)-5-(4-'^^ p^3^i>'/lxt'.<<7 i^^-l--^ 

l_(2.^ P p-4.{[4-(4-:^' n o ^■'^'7 ai ^^-2-'l' /V')-5-(4-^/^ P^d{^ V/U 

l_(2.iJ^ P P -4-{[4-(4-:J^ c ^;^:7 :r V-2-l' /^)-5-(4-:7'p tVV t:°-<^ i^l^-l-^ J\-)f- 
S-^ p p.N-[4-(4-:^7 P n^:f7 ^vyS-iA-^y-^ x2-^^%/;VM°^^ -J^y-l-^ ;V) 

l.(3.iJ7 p P-5-{[5-(4-iyi57 p^df^ v/vtf^ye;? /V)-4-(4-:7/V:^P 3^ ^/t')9^T 
l.(3_i5^ p p.5.{[5-(4-Vj^ P^^S/^l'fc' ^7':^^-l-'<>'^H-(3- ^ )> 7/^:^-13 ^ 
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5-^ X2 p_N-[4-(4-^ n n f-;;^:7 ^ >'-2-^ ;^)-5-(4-iyi^ p :^driX/Vt°^y )V) 
5-^ T3 n-N-[4-(4-:^ ci n >'-2-^/V')-5-(4-i/i^ n^^i^yvfc"-^^ v^^-1-^ /V) 
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WO 01/53267 Al mmmUW^^^^) 2001. 07. 26 

n^(Dmm 16. ^3i8~32i M\^um.<Dn^m. rxj^. h 7 
6 Mk^wm<Dit'^m j-ii~ji7 ^%#R^o 
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